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Cac thuoc giam dau - chong viem la nhtfng thuoc rat thtfdng 
dtfdc dung trong dieu tri. Tuy nhien, cac tac dung khcng mcng 
muon va doc tfnh lai hay gap, va nhieu khi la rat nang nhtf xuat 
huyet tieu hoa, loang xitdng, gay xitdng tu phat, teo cd, suy 
tuy... Trong cac thuoc nay co nhom thuoc loai thuoc phien difdc 
xep vao "Thuoc bang A, gay nghien". 

Thi trUdng thuoc hien nay co rat nhieu loai thuoc giam dau- 
chong viem, do chtfa difdc quan ly tot nen da co nhieu tai bien 
dang tiec xay ra. 

Chung toi viet quyen sach nay nhdm gidi thieu mot each he 
thong cac tac dung dude ly va doc tinh cua loai thuoc tren, mong 
cung cap cho cac bac sy dieu tri va nhflng ngitdi dung thuoc cac 
thong tin can thiet de sd dung thuoc dtfdc an toan- hdp ly. 

Tuy da co gang rat nhieu, nhtfng chac chan rang cuon sach 
con co nhtfng thieu sot. Tac gia rat mong nhan dtfdc cac y kien 
bo khuyet cua ngtfdi doc de stfa chtfa cho nhtfng lan in sau. 
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DAU VA CAC PEPTID OPIOID NOISINH 


0AU 


1. Ojnh nghTa 

Dau la mot cam giac dac biet r&t kho dinh nghia. Hoi 
nghien ciiu dau quoc te dinh nghia "dau la mot cam giac hoac 
xuc cam kho chiu ket hop udi ton thiitfng mo hoc hien dien hoac 
tiem an, hoac diidc mo ta nhii co ton thiidng" (Merskey, 1986). 

Khong co nghiem phap than kinh hoac sinh hoa de do 
lutdng, luong gia diidc dau. Thay thuoc thudng nghe ngUdi benh 
tu mo ta ve dau cua minh vi la cam giac chu quan phu thuoc 
vao thng ngildi. 

2. Phan loai dau 

Co nhieu each phan loai dau 

2. 1. Theo soi than kinh din truyen, dau diidc chia lam hai loai: 

- Dau "nhanh" ("fast" pain): dau nhoi, manh, khu tru, 
dtfdc dan truyen theo cac sdi cam giac (la sdi than 
kinh co dUdng kinh tti 2- 5 pm, co vo myelin, toe do 
truyen 12- 30 m/sec). 

- Dau "cham" ("slow" pain): dau am i, lan toa, gay cam giac 
kho chiu, diidc truyen theo sdi C (co dildng kinh 0,4- 1,2 pm, 
khong co vo myelin, toe do truyen 0,5- 2m/sec). 

2.2. Theo thdi gian xuat hien va duy tri, co dau cap tinh va dau 
man tinh. 

Dau cap tinh thildng xay ra vdi he th&n kinh con nguyen 
ven. Nguyen nhan do chan thildng, phau thuat, benh ly cap. 
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Dau cap tinh thtfdng gay cac dau hieu cua he than kinh 
thuc vat nhu tang huvet ap, nhip tim nhanh, co mach. va mo 
hoi. thd gap. co that cd. tang bai tiet dich tieu hoa, giam nhu 
dong ruot, bi dai. Khi lanh vet thUdng hoac khoi benh thi dau 
cung het. 

Neu dau cap tinh nang, ton tai trong mot thdi gian dai thi 
trd thanh dau man tinh. Diidc coi la man tinh khi dau viidt qua 
thdi gian khoi benh hoac keo dai tren 3 thang (Merskey, 1986). 

Dau cap tinh va dau man tinh co the cung ton tai, nghia la 
tren nen dau man tinh, co nhilng ddt, nhiing cdn dau cap tinh. 
Trong trang thai dau man tinh, cung thUdng xuat hien nhiing 
roi loan cua he than kinh thiic vat nhii mat ngu, mat khhu vi, 
de bi kich thich, giiim van dong, tr&m cam... 

Dau do ung thu' co the la dau cap, dau man, hoac trang thai 
trung gian. 

2.3. Theo mut do khu tru, con phan biet dau nong va dau sau. 

Khac vdi dau nong chi ton tai tren be mat, dau sau khu tru 
khong ro rang va thUdng kem theo buon non, va mo hoi, thay 
doi huvet ap. 

2.4. Ve benh ly, co the chia hai loai: dau do viem, sau mo va dau 
do than kinh. 

- Dau do viem: rat nhieu chat trung gian hoa hoc dude 
sinh ra, hien da xac dinh tdi 20 chat va chinh no lai duv 
tri qua trinh viem: 

+ Te bao mau va cac mo bi ton thUdng giai phong 
histamin. serotonin, ion H + , cac prostaglandin, 
bradykinin. cac cytokin, yeu to phat trien than kinh 
(Nerve Growth Factor - NGF). 
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+ Cac sdi than kinh htidng tarn tiet chat P, neurokin A, 
CGRP (calcitonin gene related peptide). 

+ Cac sdi than kinh giao cam giai phdng noradrenalin. 

Dau co tinh chat thUdng xuyen, ngay tai ndi ton thtidng. 

Loai dau nay thiidng nhay cam vdi cac thuoc chong viem 

khong steroid. 

- Dau do benh ly than kinh : gom nhieu cd che khac nhau. 
Ton thtidng mot day than kinh ngoai bien do chan 
thtidng, nhiem khuan, roi loan chuyen hoa, thieu mau 
dan den nhieu roi loan trong viec giai phong cac chat 
dan truyen, trong he thong kiem tra cac thong tin dau d 
trung Udng th&n kinh: giam he thong dc che va tang he 
thong hoat hoa cua cac te bao than kinh tai tuy song, tai 
doi thi hoac vo nao vdi cac kich thich dau. Dau lien tuc 
hoac tdng cdn va dutdc mo ta theo nhieu each: dau lam 
ram, dau nhii gai dam, dau rat, dau nhoi, dau that... 
Loai dau nay thudng ft nhay cam vdi cac thuoc giam dau 
thong thddng ke ca morphin. Tuy nhien, thuoc chong 
trdm cam, chong dong kinh lai cd hieu qua. 

O ngoai bien, cac tac dung giam dau cd the la do lam tang 
ngddng nhan cam dau, tic che trtidc sinap lam giam tiet cac trung 
gian hoa hoc cua dau, hoac tac dung d sau sinap gay tiu ctic hoa. 

Tren than kinh trung udng, cac chat dan truyen than kinh 
cd khuynh htidng giam dau la adrenalin, noradrenalin, dopamin 
va dac biet la enkephalin. Cac chat cd khuynh htidng tang dau 
la acetylcholin, serotonin va chat P (Substance P - SP). 

3. Dtidng din truyen va kiem tra cam giac dau 

Co 2 dtidng dan truyen cam giac 


9 


3.1. Cam giac than (somatic sensory) 

Tit cac thu the (receptor) hay bo phan nhan cam dau d be 
mat da, cam giac se dtfdc dlin truyen theo sdi than kinh va C 
—> siing sau tuy song —> cau tao lufdi —> doi thi —» vo nao. 

3.2. Cam giac tang (visceral sensory) 

Trong cac tang (da day, ruot, gan, than, bang quang ...) co 
nhieu loai receptor nhan cam vdi ap ltfc, ap lilc tham thau, tac 
nhan hoa hoc... do nhutng thay doi cua noi moi gay nen se diidc 
dUn truyen theo sdi hiidng tarn (cac day than kinh thUc vat hoac 
day sd nao thd V, VII, IX, X) —> doi thi —> vo nao. 

Dau tang thUdng gay phan xa buon non, non, co cd bung va 
lan toa theo vung tham chieu ra ngoai da: dau do co that mach 
vanh thiidng lan ra mat trong canh tay trai tdi ngon tay ut; dau 
da day thufdng lan ra vung liing, giuia hai xiidng ba vai... 

Tren dtfdng do, ca hai diidng dan truyen cam giac dau con 
tiep noi vdi he vien, vung diidi doi cua than kinh trung lidng nen 
co the gay ra cac roi loan cam xuc, noi tiet va phan hng cua he 
than kinh thUc vat. 

Tat ca cac ton thiidng d receptor nhan cam giac dau se dan 
den sii tao thanh cac chat gay dau nhii cac prostaglandin, cac 
cytokin, bradykinin, histamin, ion K + , cac chat nay co kha nang 
hoat hoa true tiep receptor dau, hoac lam giam ngiidng nhan 
cam giac dau, gay dau. 

Th cac receptor nhan cam giac dau d ngdai bien, “thong tin 
dau” se truyen den cac ndron nhan cam giac dau d sifng sau tuy 
song va giai phong ra cac chat dan truyen than kinh, chu yeu la 
chat P va glutamat. Prostaglandin cua tuy song tao thuan ldi 
cho sii giai phong cac chat dan truyen nay. 

Doc theo diidng dan truyen, cac “thong tin dau” con bi mot 
loat sU kiem tra hoa hoc bdi cac chat c(c che va cac chat tao 
thuan ldi (facilitators). 
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Ttf than nao lai co cac qua trinh dieu bien tic che dau theo 
dtfdng dan truyen xuong bang giai phong cac morphin noi sinh, 
GABA, noradrenalin va serotonin (5HT). Prostaglandin tren tuy 
song lam giam tong hop 5HT. 

4. Cd sd cua dieu tr| giam dau 

4.1. Can chan doan trirdc khi dieu trj 

Theo thong ke cho thay tren 3/4 so" ngiidi benh den kham 
benh la do dau. Dau cap tfnh la mot dau hieu quan trong bao 
hieu cho mot ton thvfdng dang ton tai hoac dang tiem an. Vi vay, 
trtfdc khi dieu tri dau, thay thuoc c^n tim nguyen nhan gay ra 
dau, neu khong, co the bo qua nhutng benh ly nguy hiem cho 
ngvfdi benh. Thf du: dau do sai khdp, gay xvfdng (ngitdi cao tuoi 
thitdng gay xifdng to phat do loang xOOng), dau do viem tuy, 
viem ruot thula, dau do ung thit (ung thu gay dau d 40- 90% 
tritdng hop tuy theo vi tri va giai doan). 

4.2. Tritdc khi chi dinh thuoc giam dau, nen sii dung cac phOOng 
phap giam dau khong dung thuoc neu thay la thich hop hon. 

- Chitdm hoac xoa bop: lam giam difOc kich thich dau d 
cac thu the dau tai be mat. NhUng khi dau do viem cap 
(dung giap, bong gan), xoa bop hoac chifdm nong co the 
lam gian mach tai cho, lam tang qua trinh viem. 

- Cham cdu: cham cdu co the kich thich lam tang giai 
phong morphin noi sinh trong nhieu vung cua he thdn 
kinh trung UOng, co tac dung dc che sd dan truyen va sU 
tiep nhan cam giac dau tai tuy song, nao gida va vo nao. 

CAC PEPTID OPIOID Ndl SINH 

Trong cd the co rat nhieu chat trung gian hoa hoc tham gia 
vao dan truyen cam giac dau hoac lam mat dau. De hieu rd tac 
dung cua thuoc giam dau, chung ta can biet den hai chat noi 
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sinh trong ccf the: mot chat co tac dung giam dau la. cac opioid 
noi sinh (se trinh bay sau day) va mot chat gay viem dau manh 
la cac prostaglandin (se trinh bay d chiictng cuoi). 

Td 2000 nam triidc cong nguyen, ngtfdi Trung Quoc da biet 
dung thuoc phien. Td nhtfa qua thuoc phien, da tach chiet dUdc 
hdn 20 alcaloid, trong do, morphin (do Serturner phan lap dude 
va dat ten td 1906, lay theo ten Thin giac md Morpheus cua 
thin thoai Hy Lap) chiem 10%. Mai t6i nam 1973, Pert va 
Snyder; Simon va Terenius mdi chilng minh dUdc la trong nao 
co cac loai thu the (receptor) rieng cua morphin. Nam 1975, 
Hughes va cong sil da phan lap dUdc mot peptid d trong nao co 
tac dung giong morphin goi la enkephalin. Sau do, hai loai 
peptid noi sinh khac lan lUdt diidc phan lap la dynorphin va 
endorphin. Cho tdi nay, cac peptid noi sinh co tac dung giong 
morphin deu dUdc xep vao mot trong ba ho tren va dUdc goi 
chung la cac peptid opioid noi sinh (endogenous opioid peptides) 
thay cho tuf morphin noi sinh (endorphin), tif nay hien nay chi 
dung de noi den P endorphin va cac peptid opiod co chung mot 
chat tien than la pro- opiomelanocortin (POMC). 

1. Cac loai peptid opiod noi sinh 

Cac loai nay dtfdc chia lam ba ho 16n, moi ho dtfdc tao ra td 
chat tien than khac nhau va phan bo" khac nhau tren than kinh 
trung itdng. 

- Cac enkephalin: gom met- enkephalin va leu- enkephalin. 
Ca hai deu la peptid co chda 5 acid amin (pentapeptid), 
trong do 4 acid amin dau deu giong nhau la Tyr- Gly- Gly- 
Phe; khac nhau la acid amin thd 5 (Met hoac Leu). 

- Cac endorphin: gom alpha, beta, gamma va delta 
endorphin. Cac chat nay deu duoc "cdt ra" tit POMC. 
Ngoai ra, POMC con la chat tien than cua vai hormon 
khac nhit ACTH, melanocyte- stimulating hormone (a- 
MSH) va p lipotropin (P* LPH). 
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- Cdc dynorphin: dynorphin A, dynorphin B va neoendorphin, 
tat ca deu chUa leu- enkephalin. 

Ve cau true, chung la cac chuoi acid amin "nam" trong nhau: 
so thti tit cdc acid amin 


61. 

.91 

P lipotropin 

61. 

.91 

p endorphin 

61. 

.87 

8 endorphin 

61. 

.77 

y endorphin 

61. 

.76 

a endorphin 

61. 

.65 

enkephalin 


Nhu vay, cac peptid opioid co tac dung sinh ly khong dupe 
true tiep tong hop ma chung duoc cac enzym "cat" ra tU cac chat 
tien than. 

2. Cac receptor opioid 

Co ba loai receptor da trd thanh kinh dien la muy (p), delta 
(8) va kappa (k). Gan day (1998- 2000) mdi phat hien ra mot loai 
receptor mdi do phat hien dupe cac peptid opioid mdi dupe goi la 
N/ OFQ receptor, do co hai nhom tac gia rieng biet tim ra, mot 
nhom goi peptid mdi la nociceptin (N) con nhom khac goi la 
orphanin FQ (OFQ) vi peptid nay lai lam giam ngUdng dau (luc 
dau con dupe goi la receptor opioid "mo coi"- "orphan" opioid 
receptor). 

Moi loai receptor co sU phan bo giai phau rieng tai nao, tuy 
song va mo ngoai bien, vi vay da gpi y cho viec nghien cdu chUc 
nang cua chung. Cac nghien cdu ve dupe ly va hanh vi da de 
xuat viec phan loai nho hdn, nhu vdi receptor p, 8, k lai co p 1; p 2 > 
8 1; 8 2 , K,, k 2 , k 3 , nhung nghien cUu ve gen con chUa thay ro, dang 
can dupe khang dinh them. 

Bang 1 dudi day phan loai giai phau va chUc nang cac receptor. 
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Bang 1. Phan loai cac receptor opioid va tac dung 


Chifc nang 

Receptor 

Tac dung 

Giam dau 

Tren tuy song 

p, K, 6 

Giam dau 

Tuy song 

P, k,6 

Giam dau 

Ho hap 

P 

Giam 

Tieu hoa 

P.k 

Giam nhu dong 

Giong loan tam than 

K 

Tang 

An than 

P,K 

Tang 

Dieu hoa hormon 

Prolactin 

P 

Tang giai phong 

Hormon tang tn/ong 

p va l hoac 6 

Tang giai phong 

Chat dan truyen than kinh 

Acetylcholin 

P 

Lfc che giai phong 

Dopamin 

P.S 

L/c che giai phong 


Phdn ldn cac opioid dung d lam sang deu co tac dung chon 
loc tuong doi tren receptor p, nghla la co tac dung g&n giong vdi 
morphin (vi the mang ten receptor p). 

- Receptor muy (p) 

Luc dau thay co ai lpc gan manh vdi morphin nen dat ten 
la muy (p) (chut dau cua morphin). Nhieu opioid noi sinh 
co ai lpc cao vdi receptor p nhu p endorphin, dynorphin A, 
enkephalin. 

Tac dung: giam dau (d tuy song la P 2 , tren tuy song la p x ), 
dc che ho hap (P 2 ), tao bon do lam giam nhu dong ruot (P 2 ), 
co dong tu va sang khoai. 

- Receptor kappa (k) 

Dynorphin A la opioid noi sinh cua iq. 

Tac dung: giam dau (b tuy song la k 1; tren tuy song la k^. 
Vai tro cua k 2 con chpa ro. Ve tarn ly, khong gav sang 
khoai nhu p ma gay hieu qua bon chon, giong loan tarn 
than, mat dinh hudng, mat nhan each. 
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— Receptor delta (5) 

Opioid noi sinh cua receptor 5 la endorphin. 

Tac dung: giam dau (d tuy song la 8 2 , manh hdn tren tuy 
song). Cac tac dung khac con chtfa dtfdc ro. 

Cac thuoc tac dung tren mot loai receptor opioid khi dung 
lieu cao deu tac dung sang ca receptor khac. 

Din truyen Oieu bien 



Hinh 1. Cac vi tri <3l/oc coi la noi tac dung cua thuoc giam dau loai 

morphin (mau sam) 

Ben trai: Duong din truyen dau tir ngoai bien len trung uong: 

A: Tac dung cua opioid true tiep len mo viem 
B: C/c che tai tuy song (sCfng sau) 

C: C/c che tai doi thi 

Ben phai: Tac dung cua opioid len cac ndron dieu bien dau: 

D: Nao gida (chat xam quanh cau nao) 

E: Tuy song (vung mo va vung bung) 
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Ca ba loai receptor deu co rat nhieu d sting sau tuy song (vi 
trf B trong hinh 1). Vi vay, khi tiem cac opioid vao tuy song se 
co tac dung gay te vung vdi lieu thap va tranh dUdc tac dung 
buon non, non, tic che ho hap va an than khi dung theo dUdng 
toan than. 

Nhieu vung trong than kinh trung tidng, tren dUdng dan 
truyen cam giac dau co nhieu receptor opioid la: doi thi, chat 
xam quanh cau nao, nao gitia (hinh 1). 

Ngitdi ta con tim thay cac receptor nay trong vung chi phoi 
hanh vi (hanh nhan, hoi hai ma, nhan luc, vo nao), vung dieu hoa 
he than kinh thuc vat (hanh nao) va chtic phan noi tiet (loi gitia). 

Ngoai ra, d ngoai bien con thay d tuy thufdng than, dam roi 
than kinh tang, tuyen ngoai tiet da day- ruot. 

3. Ca che tac dung sinh ly cua cac peptid opioid 

Cac receptor opioid gan vdi protein G, vi vay co tac dong 
tren cac kenh ion ctia te bao than kinh. 

- Dong kenh calci hoat dong bang dien the tai dau tan 
cung thtin kinh trvtdc sinap, do do lam giam giai phong 
chat dan truyen than kinh. 

— Hoat hoa kenh K + , lam md kenh K + vao te bao va gay Uu 
cUc hoa, vi vay, tic che dtin truyen sau sinap (hinh 2). 

- Rat nhieu chat dan truyen than kinh tham gia vao he 
thong nhan va truyen cam giac dau: 

+ Day than kinh song: chat P, enkephalin, serotonin. 

+ Tuy song, hanh tuy, nao gitia, he thong ludi hoat hoa 
co cac he phan ting vdi serotonin, adrenalin, 
acetylcholin va dopamin. 

Thuoc loai adrenergic nhu adrenalin, amphetamin, dcpamin 
co tac dung giam dau; con acetylcholin, serotonin lai lam tang dau. 
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Hinh 2. Btrdng dan truyen dau va vj tri tac dong cua 
opioid tai tuy song 


PHAN loai cAc thuoc giam oau 


Cac thuoc giam dau dude chi dinh trong cac tnJdng hop dau 
cap tinh (dau sau mo, dau do ch&'n thvfdng, do viem cap...) va 
dau man tinh (dau do viem xtfdng khdp, do ung thd...). Cac 
thuoc dufdc chia thanh 3 nhom 16n. 

- Thuoc giam dau loai morphin. 

- Thuoc giam dau khong phai loai morphin nhu paracetamol 
va thuoc choing viem khong phai steroid (CVKS). 

- Thuoc giam dau ho trd: la nhdng thuoc khong dUdc xep 
loai theo truyen thong la giam dau, nhung hien thay co 
tac dung lam tang hieu qua giam dau cua thuoc loai 
morphin va thuoc CVKS, hoac lam giam nhe cac tac 
dung khong mong muon cua cac thuoc tren. Do la mot so 
thuoc hudng than nhu thuoc chong tram cam, thuoc 
chong dong kinh. 
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Tren dddng din truyen cam giac dau, tii cac receptor ngoai 
bien den vo nao, co the dung cac thuoc tac dung vao cac khau 
khac nhau de cdt ddt din truyen lam mat dau (hinh 3). 



Hinh 3. Sd do dt/ong din truyen cam giac dau va vj tri tac dung 
chi'nh cua thuoc giam dau 
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Ngoai tri* thuoc te, thuoc me, cac thuoc giam dau con co th£ 
diidc phan loai theo vi tri tac dung: 

- Thuoc giam dau trung tfdng (tac dung d tuy song, than 
nao, nao): morphin, cac opioid. 

Thuoc giam dau ngoai bien (tac dung d cac receptor va 
day than kinh ngoai bien): aspirin, paracetamol va cac 
thuoc CVKS. 

_ Thuoc giam dau vtfa trung tfdng, viia ngoai bien: 
morphin dung tai cho, paracetamol, ketoprofen. 

Mot nhom thuoc khac cung thvtdng difdc dung d lam sang 
de giam cac cdn dau cap tinh do co thdt cd, goi la thuoc gian cd, 
do la: 

- Thuoc gian cd trdn: atropin, hyosciamin, phloroglucinol. 

- Thuoic gian cd van: eperison (Myonal), tolperison 
(Mydocalm), baclofen (Baclosal). 

Cuon sach nay chi trinh bay ve 2 nhom thuoc chu yeu la 
thuoc loai morphin va thuoc chong viem khong steroid (CVKS). 
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THUOC GIAM OAU LOAIMORPHIN 

■ 


Thuoc giam dau loai morphin deu co chung mot dac tinh la 
gay nghien, vi vay deu ditdc xep vao "bang A, gay nghien". 

1. Phan loai 

Ve thuat ngU, theo Howard B va cong sit (trong Goodman & 
Gilman's. The pharmacological basis of therapeutics. Tenth 
edition, 2001), din phan biet: 

• Cac opioid: Bao gom tat ca cac hdp chat co hen quan ve tac 
dung vdi opium. Opium bat nguon tit chut opos cua Hy Lap la 
nhila qua thuoc phien opium poppy - Papaver somniferum. 

• Cac opiat la cac thuoc dan xuat ttt opium (thuoc phien), bao 
gom san pham thien nhien morphin, codein, thebain, va 
nhieu chat ban tong hdp cung loai din xuat tit cac chat tren. 

• Cac peptid opioid noi sinh (endogenous opioid peptides) la 
cac peptid tu nhien trong cd the gin ditdc vao cac receptor 
opioid (xem phin tren). 

• Endorphin ditdc dung dong nghla vdi peptid opioid noi sinh 
nhitng de chi rieng cho P- endorphin. 

Cac opioid co tac dung giam dau lai ditdc chia lam ba loai 
tuy thuoc vao sit lien ket va tac dung cua chung len cac receptor 
muy (p) va kappa (k) cua morphin noi sinh: 

(1) Cac chat dong van giong morphin: gin dong thdi tren ca 
receptor p va k, gay hoat hoa ca hai loai receptor do nen 
co tac dung giam dau manh. Thf du: morphin, 
methadon, fentanyl. 

2) Cac chat co tac dung hon hdp dong van- doi khang vdi 
morphin: co the gan ca tren receptor p va k, nhitng tren 
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k thi co tac dung dong van kich thfch nen lam giam dau, 
con tren // thi lai doi khang, thuc day qua trinh cai 
nghien thuoc loai morphin do tranh chap, day cac thuoc 
nay ra khoi receptor p. Cac thuoc co tac dung hon hdp 
loai nay, nhu pentazocin, deu co hieu qua tran vdi tac 
dung giam dau va tic che ho hap, nghia la den mot lieu 
nhat dinh (lieu tran) se co tac dung giam dau toi da, 
tang them lieu cung khong tang them hieu qua. 

(3) Cac chat co tac dung dong van mot phan nhu 
buprenorphin chi hoat hoa mot phan receptor p, khong co 
tac dung tren receptor k. Vi the thuoc loai nay cung co tac 
dung thuc day nhanh qua trinh cai nghien morphin do da 
thay the mot phan morphin tren receptor p. 

Nhom (2) va (3) it dtftic dung do tac dung giam dau khong 
manh va co nhieu tac dung khong mong muon. 

Hien nay da thay ro rang co ba receptor cua thuoc loai 
morphin tren than kinh trung Udng la p, k va 5. Co the con co 
receptor sigma (cr) dang xac minh. Moi receptor lai con co hai 
hoac ba phan loai pj, p 2 , k x , k 2 ... va co chdc phan dUdc tom tat 
trong bang 2: 

2. Cac tac dung di/dc ly cua opioid 
Tcic dung giam dau 

Morphin va cac opioid tic che tat ca cac "diem chot" tren 
dtidng dtin truyen cam giac dau cua he than kinh trung Udng: tuy 
song, hanh tuy, doi thi va vo nao vi d do co nhting receptor cua 
opioid. Nhu vay, vi tri tac dung cua opioid chu yeu nam trong he 
than kinh trung Udng. Tuy vay, tti 1988 da co nhieu cong trinh 
cho thay co cac receptor cua morphin d ca mo ngoai bien, d d 
khdp, bach cau va dai thuc bao. Mat do cua cac receptor nay tang 
rsit nhieu tai cac mo viem hoac bi chan thUdng. 
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Bang 2. Tac dung ctia cac receptor 
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Morphin la thuoic giam dau manh, dong thdi lam giam cac 
dap ting phan xa vdi dau, lam mat moi lo lang, bon chon cang 
thang, ngtidi dung cam thay thanh than, thti gian, sang khoai, 
tham chi' co nhting giac md dep. Vi vay, thuoic de gay nghien. 

Tac dung giam dau tang theo lieu, din tdi mat linh cam va 
hon me. Nhieu khi ngitdi dung bi tie che ho hap trvfdc khi mat 
linh cam. 

Cac tac dung khac cua opioid 

• Uc che ho hap: cac opioid tac dung tren receptor p 2 cl hanh 
tuy, lam trung tarn nay giam nhay cam vdi tac dung kich 
thfch cua C0 2 nen ca tan so va bien do ho hap deu giam. 
Khi nhiem doc, neu chi cho thd 0 2 d nong do cao co the gay 
ngCfng thd. 

• Uc che trung tarn ho. 

• Kich thfch trung tam non d san nao that thd tu. Nhiing 
ngddi khong thay co tac dung nay, khi dung morphin de bi 
nghien hdn. 
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• Gay co dong tti: do kich thich cac receptor p va k tren trung 
tam day than kinh III. Lieu doc, gay co rat manh, dong tti 
chi con nho nhii dtiu dinh ghim. Day la dau hieu quan trong 
de chian doan phan biet vdi cac nhiem doc thuoc tic che than 
kinh khac. Nhiing khi morphin tic che trung tam ho hap, 
gay ngat thd thi dong tti gian. Trong cdn nghien, dong tti 
gian la dau hieu "thieu" morphin. 

• Tren ruot: opioid lam giam nhu dong ruot, lam giam tiet dich 
ruot (giam tiet ca dich tuy va mat), lam tang hap thu nude va 
dien giai qua thanh ruot, vi vay co tac dung gay tao bon. 

• Tren cac cd tron va cd trdn khac: opioid lam tang triidng 
lilc, tang co bop nen co the lam xuat hien cdn hen tren 
ngtfdi co hen (do co khi quan), bi dai (co that cd tron bang 
quang). 

• Gay gian mach da (mat, co, ntia than tren trd nen do) va 
ngtia. Mot phan cd che cua tac dung nay la do opioid lam 
giai phong histamin. 

• Cac tac dung trung ddng khac: 

- Opioid va cac morphin noi sinh gay dong tac cibig dd 
(catalepsia) do tac dung giao thoa vdi cac receptor d cac 
nhan xam trung tidng cua he dopaminergic va he GABA- 
ergic (he co chat dtin truyen la gamma amino butyric acid). 
Co the do kich thich receptor k lam giai phong dopamin. 

— Vung nhan luc (locus coeruleus) chtia cac ndron 
noradrenalin va rat nhieu receptor vdi opioid. Vung nay 
cd vai trd trong cac phan ring "bao dong" sd hai, lo au, 
bon chon. Opioid noi sinh va ngoai sinh tic che hoat dong 
cua vung nay. 
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- Tren vung dtfdi doi, opioid lam mat thing bang cct che 
dieu nhiet lam than nhiet giam nhe. Tuy nhien, dung 
lieu cao keo dai gay tang nhiet. 

- Tac dung noi tiet: ngay tai vung dtfdi doi, opioid lie che 
giai phong GnRH (Gonadotropin - releasing hormone) 
va CRF (corticotropin - releasing factor). Vi vay, lam 
giam LH, FSH, ACTH va P endorphin. 

Kich thich receptor p lam tang tiet ADH, trong khi chat chu 
van cua receptor k lai lam giam tiet ADH, gay ldi nieu. 

3. Cac opioid thirdng dung de giam dau 
3.1. Morphia va cac din chat 

Ngoai cac tac dung chung nhif da neu tren, moi thuoc do 
cau true khac nhau nen co nhiing dac diem khac nhau ve mdc 
do tac dung, ve dude dong hoc va each dung. 

Bang 3 neu dac diem cau true hoa hoc cua cac opioid va 
thuoc khang opioid lien quan den morphin. 



Cong thitc hod hoc cua morphin 
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Bang 3. Cau true hoa hoc cua cac opioid 
va thuoc doi khang opioid 
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* Cac thuoc khang opioid 

Nhan xet: 

- Vi tri 3: morphin mang nhom phenol. Neu bi acetyl hoa 
thi tac dung giam dau, gay nghien giam: methyl 
morphin (codein), ethyl morphin (dionin). 

- Vi tri 6: morphin mang nhom rtfdu. Neu bi khd H thi tac 
dung giam dau va doc tinh tang, nhung thdi gian tac 
dung giam: hydromorphon. 

- Neu ca 2 nhom phenol va rUdu deu bi acetyl hoa, tac 
dung giam dau va gay nghien se tang manh: diacetyl 
morphin (heroin). 


25 






- Vi tri 17: morphin mang nhom methyl (CH 3 ), la mot 
trong nhiing vi tri gan vao receptor p gay tac dung giam 
dau. Neu thay biing nhom allyl hoac nhom methyl 
cyclopropyl se tranh chap va co tac dung doi khang tai 
receptor p (va co tac dung dong van tai receptor k): 
nalorphin, naloxon, naltrexon deu la cac thuoc doi khang 
vdi morphin, dung chuta ngo doc morphin. 

3.1.1. Morphin 

Morphin co nguon goic duy nhat tvt nhtfa qua cay thuoc 
phien Papaver somniferum. Cac alcaloid cua nhpa thuoc phien 
ditdc chia thanh hai nhom: nhom mang nhan phenantren nhii 
morphin (10%), codein (0,5%) co tac dung tren than kinh trung 
tfdng va nhom mang nhan benzyl isoquinolin nhii papaverin 
(1%) co tac dung lam gian cd trdn. 

• Dac diem cac tac dung giam dau 

Morphin va cac opioid lien quan tac dung chu yeu tren than 
kinh trung Udng va ruot thong qua receptor muy. Lieu cao 
co the tac dung len ca cac receptor khac. Morphin dtfdc coi 
la thuoc chuan de so sanh vdi thuoc giam dau khac. 

Tac dung doi vdi dau do viem, do ton thitdng manh hdn 
dau do than kinh va con tuy thuoc vao titng ca the. Ngoai 
tac dung trung Udng, morphin con lam tang ngildng cam 
giac dau ngoai bien. Morphin gin chu yeu len cac receptor 
p va gan yeu hdn vao receptor 6 va tc d svtng sau tuy song. 
Cac receptor p cd d cac sdi tnfdng tarn nguyen phat ditdc 
morphin hoat hoa se giam giai phong cac trung gian hoa 
hoc gay dau (nhii chat P), con d mang sau sinap se gay ilu 
cilc hoa, ngan can din truyen. 

• Ditdc dong hoc 

Morphin hap thu dtfdc qua ditdng uong, nhitng bi chuydn 
hoa nhieu khi qua gan lan thti nhat nen sinh kha dung chi 
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la 25%. Lieu uong phai gap 6 lbn lieu tiem dubi da mbi co 
tac dung tUdng dUdng. Tiem dubi da hoac tiem bap, thdi 
gian khdi phat nhanh, nhUng dinh tac dung cung phai sau 
30- 40 phut dc thuoc tan kem trong lipid, lau tham dupe 
vao nao. Vi vay, du tiem tlnh mach, dinh giam dau van la 
30- 40 phut. 

Phan phoi : khoang 30% morphin gin vao protein huyet 
tUdng. Thuoc khong gitit dupe lau trong mo. Sau lieu dung 
24 gib, nong do thuoc b mo rat thap. LdOng thuoc vao dupe 
than kinh trung Udng ft hdn so vPi cac thuoc tan nhieu 
trong lipid nhu codein, heroin, methadon. 

Mot lupng nho morphin tiem ngoai mang ciing hoac tiem 
tuy song co the gay giam dau manh trong 12- 24 gib. Tuy 
nhien thuoc khuech tan trong dich nao tuy co the gay be 
che ho hbp manh. Vbi cac thuoc tan nhanh hdn trong lipid 
nhu hydromorphon (Dilaudid), fentanyl se de tham vao te 
bao than kinh nen tac dung giam dau de khu tru hdn (gay 
te vung). 

Chuyen hoa: con dubng chfnh cua chuyen hoa morphin la 
phan bng lien hpp vbi acid glucuronic b ca vi trf 3 va 6. 
Morphin - 6 - glucuronid manh gap 2 lan morphin nhUng 
vao nao rat ft vi kho tan trong lipid. Trong thuc nghiem, 
tiem thang morphin - 6 - glucuronid vao nao that, tac 
dung giam dau manh hdn morphin 100 lan (Paul, 1989). 

Thdi gian ban thai cua morphin la 2 gib, cua morphin - 6 - 
glucuronid thi dai hdn. Tac dung keo dai khoang 4 gib. 

Thdi tri £: morphin dupe thai trU qua than chu yeu dubi dang 
morphin - 3 - glucuronid khong hoat tfnh, rat ft morphin 
dubi dang khong doi, 90% tong lieu thai qua than trong 24 
gib dau. Mot phan nho morphin va chat chuyen hoa qua ruot 
dUdc tai hap thu (chu ky gan- ruot). Mot lupng rat nho con 
thay trong nUbc tieu va phan sau 3- 4 ngay. 
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Do da thay cac receptor ngoai bien cua morphin trong 
giam dau nen da co nhieu che phim va phUdng phap dinh 
lieu toi thieu morphin de dung cho dau man tinh (thuoc 
uong giai phong cham, cao dan) hoac giam dau sau mo 
(truyen tinh mach dinh lieu do benh nhan tu kiem tra). 
DitOc ly canh giac, tac dung khong mong muon 

Tao bon: gap trong 100% tritdng hdp, do giam nhu dong 
va giam bai tiet dich ruot. 

Buon non va non ngay tit lieu d&u: 30- 60%. Co the du 
phong bang thuoic an than kinh lieu thap nhu 
haloperidol uong 0,5- 1 mg. 

An thin: khoang 50% trUdng hdp. 

Cac roi loan khac: ngda (do lam giai phong histamin), 
toat mo hoi, lu lan, ac mong, ao giac, bi dai. 

U"c che ho hap. Doi khi phai dung naloxon, chat doi 
khang vdi morphin tai receptor de chong lai: tiem tinh 
mach lieu diu 0,4 mg theo doi sU phuc hoi ho hap. 

Nhieu yeu to anh hUdng den tinh nhay cam vdi morphin: 

+ Tre em dudi 5 tuoi, hang rao mau-nao chUa trUdng 
thanh, ngUdi co ton thUdng hang rao mau-nao, ngUdi 
cao tuoi: morphin de tham vao than kinh trung 
Udng, dc che manh trung tam ho hap. 

+ Morphin va cac opioid deu bi chuyen hoa d gan. 
NhUng ngUdi co suy gan, suy than se de bi tich luy 
thuoc. 

+ Nhutng ngUdi co ton thUdng chOlc phan ho hap (khi 
thung phoi, tat gu veo, beo beu, cac benh phoi) can 
than trong khi dung opioid vi thuoc u(c che trung tam 
ho hap se lam mat cd che bu trU sinh ly. 


+ NgUdi hen khong dvfdc dung merphin vi merphin lam 
giai phong histamin se lam nang them cdn hen. 
Nhvfng cac thuoc ciidng receptor p khac nhii cac dan 
xuat cua fentanyl khong lam giai phong histamin nen 
van dung dtfdc. 

+ Than trong vdi nhCing ngvfdi co huyet ap thap hoac 
the rich tuan hoan giam vi morphin va cac thuoc 
tudng tu deu gay gian mach. 

• Dang thuoc: morphin sulfat 

Vien nen: 10, 15, 30 mg. 

Dung dich uong: 10, 20, 100 mg/ 5 ml. 

Vien giai phong cham: 30, 60 mg. 

Vien thuoc dan: 5, 10, 20, 30 mg. 

Ong tiem: 10 mg/ml. 

Morphin dung theo dvfdng uong la dUdng dude chon Ida 
cho dieu tri giam dau. O ngddi ldn, lieu dau tien thddng la 
60mg/ngay, each 12 gid uong 1 vien 30 mg loai giai phong 
cham; hoac each 4 gid uong 10 mg dang vien nen hoac 
dung dich. Khi chda dat hieu qua giam dau, co the tang 
lieu dan. Khong co gidi han tren cho morphin khi chda co 
tac dung khong mong muon (tao bon, buon non, md mang). 
Tao bon rat thddng gap, nen cho kem thuoc nhuan trang. 

Khi dung dUdng uong khong con hieu qua hoac khong the 
uong dddc thi dung each truyen morphin lien tuc vao dudi 
da hoac tlnh mach. Lieu truyen dufdi da dau tien bang nUa 
lieu uong. Co the thay bang tiem dddi da each 4 gid/ lan. 
Lieu truyen tinh mach dau tien bang 1/3 lieu uong. 

Khong nen dung ditdng tiem bap vi bat buoc phai van 
dong cho benh nhan dang bi dau va suy nhitdc. Hdn nuta vi 
tri tiem thUdng la vung de bi loet. 
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3.1.2. Code in 

Khac vdi morphin, tac dung giam dau va dc che ho hap cua 
codein theo diidng uong bang khoang 60% dtfdng tiem do it bi 
chuyen hoa qua gan lin dau. Khoang 10% lieu dung cua codein bi 
khd methyl d gan de chuyen thanh morphin, co tac dung giam 
dau, vi vay lieu phai gap 10- 12 lan morphin mdi co tac dung 
giam dau tUdng dtfdng. Thdi gian tac dung keo dai 4- 6 tieng. 

Codein co ai ltfc rat yeu vdi receptor opioid, nhtfng co tac 
dung giam ho manh, vi vay trung tam ho dtfdc coi la co receptor 
rieng vdi codein. 

Codein diidc dung lam thuoc giam dau theo dtfdng uong cho 
cac dau nhe va trung binh. Thildng phoi hdp vdi thuoc giam dau 
khong phai steroid. Tac dung giam dau hiep dong vdi 
paracetamol bang dang ket hdp paracetamol 300 mg va codein 
30 mg co tac dung giam dau tiidng tii 600 mg paracetamol. 

Thdi gian ban thai la 2- 4 gid. 

Vien nen: 15, 30, 60 mg. 

Ong tiem: 30, 60 mg/ml. 

Lieu thiidng dung cho ngiidi ldn la 15-60mg mot lan, each 
nhau 4-6 gid. 

3.1.3. Heroin (diacetylmorphin) 

Trong cd the, heroin nhanh chong bi thuy phan thanh 6 - 
monoacetylmorphin (6- MAM), roi chat nay lai bi thuy phan de tao 
ra morphin. Heroin va 6-MAM tan trong lipid manh hdn morphin 
nhieu, vi the tham rat nhanh vao than kinh trung lidng. Tac dung 
cua heroin chinh la tac dung cua 6-MAM va cua morphin. 

Thai trii qua than ditdi dang morphin tu do va lien hdp. 
Khong dung trong dieu tri vi gay nghien nhanh. 

3.1.4. Tramadol 

Thuoc tong hdp tiidng til codein. Chat dong van vdi receptor 
muy nhiing yeu, ai luc gan vao receptor muy chi bSng 1/6000 
morphin, nhitng chat chuyen hoa O- khii methyl (O - 
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desmethyltramadol) lai co tac dung giam dau manh hdn chat 
me 2- 4 lln. Ngoai ra tramadol con tic che tai thu hoi 
noradrenalin va lam giai phong serotonin d ngon day thin kinh. 

Tren dau nhe va trung binh, hieu qua ttfdng tu morphin 
hoac meperidin. Tac dung tot vdi dau do than kinh. 

Sinh kha dung theo ditdng uong la 70%, ditdng tiem bap la 
100%. Thdi gian ban thai la 6 gid vdi tramadol va 7,5 gid vdi 
chat chuyen hoa co hoat tfnh. 

Tac dung giam dau sau uong 1 gid, manh nhat sau 2- 3 gid 
va keo dai ditdc 6 gid. 

Tac dung khong mong muon: buon non, non, chong mat, kho 
mieng, an than, nhdc ddu. It gay dc che ho hap hdn morphin. 
Dung lau gay nghien. 

Lieu toi da la 400 mg/ngay. 

Tramadol: vien nen 50 mg; ong tiem 50mg. 

3.1.5. Hydromorphon (Dilaudid, Sophidone) 

Tac dung giam dau manh hdn morphin 5- 7,5 lan, dung cho 
giam dau do ung thu! da khang hoac khong dung nap vdi morphin. 

Vien nen uong: 1, 2, 3, 4 mg. Uong l-4mg/lan, each nhau 4 gid. 

Ong tiem: 1, 2, 3, 4, 10 mg/ml. 

Thuoc dan 3 mg. 

3.1.6. Buprenorphin (Temgesic) 

Din xuat ban tong hdp td thebain, tan nhieu trong lipid, 
manh hdn morphin 30- 50 lan, thdi gian tac dung cung dai hdn 
do gin vao receptor muy lau hdn. 

Buprenorphin dude hap thu de dang theo moi dvfdng: nong 
do dinh trong mau dat ditdc 5 phut sau khi tiem blp va 1-2 gid 
sau khi uong hoac dat dudi lUdi. Thdi gian ban thai la 3 gid 
nhdng tac dung lai keo dai do thuoc gin manh vao receptor; gay 
co dong td manh nhat vao 6 gid sau tiem bap, con tic che ho hap 
manh nhat la sau 3 gid. 
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Chi dinh: dung lam thuoc giam dau. Co the dung nhti 
methadon trong cai nghien. 

Lieu dung: Buprenorphin (Buprenex) ong tiem 0,3 mg/ml. 
Tiem tlnh mach hoac tiem b&p, each 6 gid mot ong. 

Lieu dat dtidi ltidi 0,4- 0,8 mg. 

Trong cai nghien, 6- 8 mg buprenorphin co tac dung tUdng 
dtidng 60 mg methadon. 

3.2. Cac chat tong hop mang nhan phenylpiperidin 



Cong thitc hod hoc cua nhan phenylpiperidin 
3.2.1. Meperidin (Pethidin) 

Tac dung kich thich receptor p tren than kinh trung ddng 
va ruot. 

- Dac diem tac dung: 

Tac dung giam dau khdi phat sau uong 15 phut va dat 
dinh sau 2 gid. Tiem dtfdi da hoac tiem bap, cac thdi 
gian tren rut ngan difdc mot nUa. Tac dung giam dau 
duy tri dddc 3- 5 gid. 

Noi chung, meperidin hydroclorid 75- 100 mg cho theo 
dtfdng tiem co tac dung giam dau ttfdng dUdng 10 mg 
morphin. Va vdi lieu giam dau tUdng dadng, meperidin 
co tac dung an than, tic che ho hap va sang khoai manh 
hdn morphin. Tac dung giam dau theo dtidng uong bdng 
mot ntia dUdng tiem. 

Khac vdi morphin, lieu doc meperidin gay rung giat cd 
va edn co giat do tac dung cua chat chuyen hoa 
normeperidin. 
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Bang 4. Cau true hoa hoc cac din chat nhan phenylpiperidin 
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Giong morphin, tac dung tic che ho hap se lam ti'ch luy 
C0 2 trong mau, va chinh C0 2 se gay gian mach nao, lam 
tang ap liic dich nao tuy. 

Tren tti cung, vdi lieu dieu tri, meperidin khong lam 
cham chuyen da, doi khi con lam tang nhe tan so, bien 
do va thdi liidng ctia cdn co. Meperidin qua dtfdc hang 
rao rau thai cho nen ngay chi vdi lieu giam dau cung da 
co the co tac dung tic che ho hap thai nhi. Tuy nhien, tac 
dung yeu hdn morphin va methadon. Naloxon doi khang 
dude tac dung nay. 

- Dddc dong hoc: 

Hap thu qua tieu hoa 50%, nong do toi da trong mau 
sau 1-2 gid. Tiem bap, thdi gian nay chi la 45 phut. 

Chuyen hoa chti yeu d gan vdi thdi gian ban thai khoang 
3 gid. Gan vao protein huyet tUdng 60%. Mot chat chuyen 
hoa quan trong la normeperidin co thdi gian ban thai la 
15- 20 gid nen co the ti'ch luy, gay doc nhtf da noi tren. 

Do meperidin co tac dung khang muscarinic nen khong 
dung cho ngUdi co nhip tim nhanh. Do co chat chuyen 
hoa doc nen hien nay khong dung cho dau man tinh, 
khong dung qua 48 gid hoac lieu cao hdn 600 mg/ 24 gid. 

3.2.2. Fentanyl, alfentanil, sufentanil va remifentanil 

- Fentanyl : tac dung giam dau nhanh, nhung ngan hdn 
morphin. Giam dau manh hdn morphin 80- 100 lan (100 pg 
fentanyl co tac dung giam dau tUdng tu 10 mg morphin 
hay 75mg meperidin). Vi tac dung ngdn nen khong con 
dung de giam dau sau mo, trai lai rat thUdng dung de 
giam dau trong khi mo, trong gay me va de an than. Tuy 
nhien, do co tac dung gay cting cd (do tac dung tren he 
dopaminergic d the van) nen doi khi lam can trd viec dat 
ong noi khi quan. Thdi gian tac dung ctia thuoc ngan la 


34 


do thuoc dtidc phan phoi lai tti thian kinh trung tidng ra 
cd va mo md. Khong the tang lieu de keo dai thdi gian 
giam dau vi thuoc se tic che trung tam ho hap. Tac dung 
tic che ho hap con dai hdn tac dung giam dau vi the doi 
hoi ngUdi dung cac thuoc nay phai co kinh nghiem. 

Sufentanil: manh hdn fentanyl 10 lan, thdi gian ban thai 
la 2- 3 gid. Thuoc gay cting cd nhung co the dung cura 
chong lai. 

Alfentanil : tac dung yeu hdn fentanyl, nhting khdi phat 
nhanh hdn (1- 2 phut) va thdi gian giam dau ngan hdn, thdi 
gian ban thai la 2 gid. Thtidng dung de khdi me va giam 
dau, duy tri gay me vdi thuoc me loai barbituric, nitd oxyd. 

Remifentanyl: ctidng do giam dau ttidng dtidng fentanyl, 
manh hdn alfentanil 20- 30 lan. La chat duy nhat bi 
chuyen hoa bdi esterase huyet tUdng, thdi gian ban thai 
la 8- 20 phut. Thdi gian het tac dung khoang 15 phut 
sau truyen . 

Fentanyl va sufentanil tan nhieu trong md nen vao than 
kinh trung tidng nhanh, dat mtic thang bang vdi huyet 
ttidng chi sau 5 phut, nhting sau do cung giam nhanh do 
sti phan phoi lai vao cac mo khac. Thuoc nay dang ngay 
cang dtidc dung pho bien de giam dau sau mo va trong 
chuyen da theo dtidng tiem ngoai mang cting hay tiem 
trong khoang dtidi nhen. Ket hdp mot thuoc loai opioid 
va mot thuoc te (nhu lidocain) de tiem ngoai mang cting 
da cho phep giam dtidc lieu ltidng cua ca hai thuoc, giam 
dtidc tac dung phu cua ca thuoc te (nhti phong be sdi 
thtin kinh van dong) va ca thuoc loai opioid (bi tieu, 
ngtia, tic che ho hap). 

Dung fentanyl va sufentanil rieng hoac phoi hdp vdi 
thuoc te trong dieu tri dau man tinh do ung thti cting 
dang dtidc dting rong rai. 
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Neu morphin het tac dung sau 2 gid thi fentanyl la 1 gid va 
sufentanil, alfentanil la 20 phut hoac ngan hdn. 

Theo mot so" tac gia khac nhtf Clotz va Nahata (1991), Glass 
va CS (1993), xep theo thut tu ve citdng do giam dau so vdi 
morphin thi: sufentanyl (1000 x ) > remifentamil (300 x) > 
fentanyl (100 x) > alfentanil (15 x) > morphin (1 x) > meperidin 
(0,1 x). 

3.2.3. Loperamid (Imodium) 

Rat it dude hap thu qua dildng tieu hoa va kho tham qua 
hang rao mau nao nen khong co tac dung giam dau trung ifdng 
va khong gay nghien. 

Khi uong, gay tac dung tren cac receptor opioid d ruot, lam 
giam nhu dong, giam tiet dich ruot. Dung chfla tieu chay. Thdi 
gian ban thai khoang 7- 14 gid. Lieu chong tieu chay 4- 8 mg/ngay, 
khong vUdt qua 16 mg/ngay. 

3 . 3 . Methadon va cac chat cung loai 

3.3.1. Methadon 



Methadon co tac dung tren receptor p nen tinh chat ditdc ly 
tiidng til morphin. 
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- Tac dung difdc ly: 

Methadon co nhieu dac diem noi troi nhif: tac dung giam 
dau tifdng tu morphin nhifng dai hdn, dung difdc theo 
difdng uong, sii quen thuoc va nghien thuoc phat trien rat 
cham so vdi morphin, khi cai thuoc cac trieu chctng nhe 
hdn nhifng keo dai hdn. 

- Difdc dong hoc: 

Methadon de hap thu qua difdng tieu hoa, dat nong do 
toi da trong mau sau 4 gid, gan vao protein huyet tUdng 
khoang 90%. Trong nao, nong do toi da dat dude sau 
tiem difdi da hoac tiem bap la 1- 2 gid. Methadon cung 
gan manh vao protein cua mo va nao. Thdi gian ban 
thai dai tdi 15- 40 gid. Methadon bi chuyen hoa manh d 
gan, chi mot ltfdng nho bi thai qua than va ruot difdi 
dang tif do chaa chuyen hoa. 

Tac dung giam dau sau tiem la 10- 20 phut va sau ucmg 
la 30- 60 phut. Lieu dung cung tuy thu^c tifng ca the va 
tinh chat cua dau, thvfdng uong tif 2,5- 15 mg va tiem 
tif 2,5- 10 mg. Nong d6 toi thieu co tac dung giam dau 
trong mau la 30 ng/ml. Nen nhd la thuoc co tich luy va 
thdi gian ban thai dai nen lieu cang thap, khoang each 
giiia cac lieu cang dai cang tot. Noi chung, tac dung 
giam dau cua lieu uong bang khoang nifa lieu tiem. 

Levomethadyl acetat (L- a- acetylmethadon- LAAM) co 
cau true hoa hoc tifdng tif methadon, vao cd the difdc chuyen 
hoa thanh nhutng chat co hoat tinh noracetyl methadon, 
dinoracetyl methadon va normethadon. Vi the, khdi phat tac 
dung cham, nhifng thdi gian tac dung lai rat dai. Dang thijf 
dung trong cai nghien heroin, thay cho methadon vi 2- 3 ngay 
mdi can uong 1 lan. 
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Bang 5. Cac thuoc giam dau loai morphin 


Ten goc 

Ten 

thutftig 

mai 

Dang thuoc 

Dirtmg 
dung (1) 

Lieu 

dung 

(mg) (2) 

Thdigian 

tacdung 

(9*6) 

Thtfgian 

ban thai 

(g*0 

Morphin 

Morphin 

6ng 10 mg 

tb, dd 

10 

4-5 

3-4 



Vi6n 10-30-60-100 mg 

u 

60 

4-7 


Meperidin 

Demerol 

(5ng 25-50-75-100 mg 

tb, dd 

75 

4-5 

4-6 

(Pethidin) 


Vi6n 50-100 mg 

u 

300 

4-6 



Dolargan 

6ng 10 mg 

tb, dd 






Vi6n 25 mg 

u 




Methadon 

Dolophin 

6ng 50 mg 

tb 

10 

4-5 

12-24 



Vi6n2,5-5-10mg 

u 

20 

4-7 


Fentanyl 

Sublimaze 

6ng 50 pg 

tb 

0,1 

1-2 

3-4 


(Durogesic) 






Levorphanol 

Levodro- 

6ng 2mg 

tb 

2 

4-5 

2-16 


meran 

Vi^n 2mg 

u 

4 

4-7 


Codein 

Codein 

6ng 30 - 60 mg 

tb 

130 

4-5 

3-6 



Vi6n 15-30-60 mg 

u 

200 



Propoxyphen 

Darvon 

Vi6n 32 - 65 mg 

u 

65* 

4-6 

6-12 

Pentazocin 

Taiwin 

6ng 30 mg 

tb 

60 

4-5 

2-3 



Vi$n 50 mg 

u 

180 

4-7 


Nalbuphin 

Nubain 

6ng 10-20 mg 

tb 

10 

4-6 

5-6 

Butorphanol 

Stado 

6ng 1 - 2 mg 

tb 

2 

4-6 

3-6 

Buprenorphm 

Buprenexl 

6ng 0,3 mg 

tb 

0,4 

4-6 

3-4 


(1) tb: tiem bap; dd: tiem dirdi da; u: uong 

(2) lieu giam dau tirong dwong 10 mg morphin tb, dd 

* Lieu dung cho dau trung binh, khong ti/ong dirong voi 10 mg morphin. 
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3.3.2. Propoxyphen 


Chi co dong phan dextropropoxyphen (d- propoxyphen) la co 
tac dung giam dau do gan dUdc vao receptor p. 

Cong thtic: 


CH3CH2-C— O — c— CH—CH 2 — 

II I 




Tac dung giam dau theo dtfdng uong blng khoang 1/2- 2/3 
codein: 90- 120 mg propoxyphen hydroclorid ttfdng dtfdng 60 mg 
codein hoac 600 mg aspirin. Tac dung giam dau tang khi dung 
phoi hdp vdi aspirin hoac paracetamol. 

Nong do toi da trong mau sau uong 1- 2 gid, thdi gian ban 
thai la 6- 12 gid. 

Bi chuyen hoa d gan tao thanh norpropoxyphen, chat nay 
gay run cd va co giat. Ban than dextropropoxyphen co the gay 
ha dddng huyet va doc vdi tim. Da bi rut khoi thi tritdng Phap, 
Anh,... vao thang 3 nam 2011. 


4. Nhilm doc cap opioid 


Nhilm doc cap thtfdng do tu tut hoac dung qua lieu. Khong 
co lieu doc chung vi mile do cam thu rat khac nhau theo tifng ca 
the: vdi methadon la 40- 60 mg theo dildng uong, vdi morphin la 
tren 120 mg (uong) hoac tren 30 mg (tiem) mdi xuat hien trieu 
chOfng nghiem trong din den til vong. 

Ba dau hieu dac hieu cua ngo doc opioid la hon me, dong til 
co nho nhil dlu dinh ghim va dc che ho hap manh (nhip thd rat 
cham, xen ke ngdng thd, tim tai). 
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Huyet ap luc dau binh thtfdng, sau giam dan, than nhiet ha, 
da lanh, cd nheo (co the lam trl ham, tut ltfdi). Tre em co the co 
co giat. 

Chet do suy ho hap (dong tvt se gian dan). 

Dieu tri 

- Hoi sdc ho hap. 

- Dung thuoc doi khang vdi opioid. 

Naloxon: co tac dung rat dac hieu, nhtfng can din than 
khi dung cho ngtfdi nghien vi lam hoi chdng cai xuat 
hien nhanh, manh, gay tai bien tim mach. Nen bat dau 
tijf lieu thap: 0,4 mg truyen cham vao tlnh mach. Sau 1- 
2 phut nhip thd tang, neu huyet ap thap se trd ve binh 
thudng, benh nhan tinh dan. Neu khong thay tac dung, 
dung lieu bo sung. Thdi gian tac dung phu thuoc vao lieu 
dung, thtfdng la td 1 den 4 gid. 

Tac dung doi khang cua naloxon nhieu khi lai "qua 
mtfc": ho hap nhanh hdn binh thtfdng, thtfdng than giai 
phong catecholamin gay tang huyet ap, tang nhip tim, 
loan nhip tim, phu phoi. 

Dang thuoc: Naloxon (Narcan) ong tiem 0,4- 1,0 mg/ml. 

5. Quen thuoc (tolerance) 

Khi dung morphin hoac opioid nhieu lan vdi lieu dieu tri thi 
hieu qua se giam dan, doi hoi phai dung tang lieu mdi giijt dtfdc 
hieu qua nhtf ban dau. Hien ttfdng nay goi la quen thuoic. Neu 
dung lieu cao, vdi khoang each ngan, quen thuoc se xuat hien 
nhanh. De lam giam thieu stf quen thuoc, phai dung lieu thap 
va khoang each gitfa cac lan dung thuoc dai hdn. Stf quen thuoic 
thtfdng xay ra nhanh vdi tac dung giam dau, sang khoai va dc 
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che ho hap. Vdi ngtfdi khong quen thuoc, lieu 60 mg morphin co 
the lam ngifng ho hap; nhUng vdi ngiidi quen thuoc, lieu 2000 
mg dung trong khoang 2- 3 gid van chiia gay dau hieu tic che ho 
hap co y nghia. 

Bang 6 cho thay mtic do quen thuoc xay ra khong giong 
nhau giiia cac trieu chting. 


Bang 6. Mtic do quen thuoc opioid cua cac trieu chting 


Rat de quen thuoc 

Trung binh 

Khong hoac kho quen 

Giam dau 

Nhjp tim cham 

Co dong tCr 

Sang khoai 


Tao bon 

An than 


Co giat 

Cfc che ho hap 



Non, buon non 




Tac dung sang khoai va tic che ho hap se trd lai vai ngay 
sau khi ngitng thuoc, nhtfng tac dung gay non thi phai nhieu 
thang sau. Toe do xuat hien va mat di cung nhiT mdc do quen 
thuoc co khac nhau giiia cac thuoc trong nhom opioid: methadon 
lau quen va mdc do cung thap hdn so vdi morphin. Tuy nhien, 
co hien tiidng quen cheo giQa cac thuoc opioid. 

6. Nghien thuoc 

Nghien thuoc hay phu thuoc vao thuoc con phan lam hai 
loai: phu thuoc sinh ly (physiologic dependence) va phu thuoc 
tarn ly (psychologic dependence). 

Phu thuoc sinh ly : Luon di theo sU quen thuoc do dung nhSc 
lai thuoc nhom opioid loai tac dung tren receptor p. Khi ngdng 
thuoc dot ngot se xay ra hoi chdng cai thuoc, phan anh cac trieu 
chdng ngiidc lai qua mtic cua cac tac dung cua morphin (hoi 
chting thieu thuoc), gom: chay nude mdt, niidc mui, ngap, dn 
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lanh, noi da ga, thd nhanh, sot, gian dong tti, di cam, dau cd, 
dau xtidng (cam giac doi bo), non, tieu chay, vat va, hanh vi thu 
dich. Khi dung thuoc, moi trieu chting deu ngting ngay. 

Thdi gian khdi phat, ctidng do va do dai cua hoi chting cai 
phu thuoc vao loai thuoc dung, co the la vao thdi gian ban thai 
(t/2) cua thuoc. Vdi morphin (t/2 = 2 gid) hoac heroin (t/2 = 0,5 
gid), trieu chting cai thtidng bat dau xuat hien vao 6- 10 gid sau 
lieu thuoc cuoi cung; manh nhat sau 36- 48 gid roi giam dan. 
Sau 5 ngay, phan ldn cac dau hieu deu mat, nhtfng mot so trieu 
chdng co the ton tai tdi hang thang tuy theo tifng ngUdi (ngap, 
dau cd, mat ngu). Vdi meperidin (t/2 = 3-4 gid), trieu chting cai 
manh nhat chi trong vong 24 gid, trong khi vdi methadon (t/2 = 
27 gid) la vai ngay va keo dai tdi 2 tudn, citdng do cac trieu 
chdng cung nhe hdn. Vi vay, methadon dvfdc dung lam thuoc cai 
nghien thay the heroin. 

Phu thuoc tam ly: Thifdng la do cac thuoc opioid cd tac dung 
giam dau gay ra tinh trang sang khoai, thd d lanh dam, an 
than, nhat la khi dung theo dtfdng tiem tinh mach. 

Cct che cua hien titdng quen thuoc va nghien thuoc con chua 
that sang to, tuy nhien da cd nhdng gia thuyet sau: 

- Gia thuyet dau cho la khi dung nhieu ldn opioid se lam 
giam so ludng, hoac giam ai ldc cua cac receptor vdi opioid. 

- Gia thuyet ve sd tach cap (decouplage) hay la s \i roi loan 
chdc phan giufa receptor vdi dap ting cua te bao: opioid 
tic che adenylat cyclase d mang te bao than kinh nen 
lam giam tong hdp AMP vong (AMP C ) la "ngtidi truven 
tin thti hai" trong te bao. Mat khac lai ki'ch thich 
guanylat cyclase nen lam tang tong hdp GMP C . Khi dung 
nhieu lan, ty le GMP,/ AMP C bi dao ngtidc, cd the phai 
phan ting bdng tang tong hdp AMP C de chong lai (ke ca 
giam tong hap opioid noi sink), din den tinh trang quen 
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thuoc (phai tang lieu), gay ra tinh trang "chay dua" gida 
morphin ngoai sinh (lam giam AMP C ) va sU phan ting 
cua cd the (co' gting lam tang AMP C ). Khi ngting thuoc 
dot ngot (mat morphin ngoai sinh) se gay ra sil mat can 
bang mdi, sinh ra hoi chting cai (thieu morphin). Day la 
co so cua cai nghien bting cham ctiu, klch thich tiet lai 
opioid noi sinh. 

— Gia thuyet mdi hon (Auriacombe va cong sti, 1990) cho 
thay co sti roi loan trong chinh cO che tong hop cac 
peptid opioid noi sinh: P endorphin la mot peptid co 31 
acid amin, khi dung morphin nhieu lan dan den san 
xuat nhutng doan peptid bat thitdng, khong hoat tinh 1- 
26 va 1- 27 cua P endorphin. Nhiing doan nay van co 
kha nang gdn daoc vao receptor nen se trd thanh chat 
doi khang vdi chinh opioid noi sinh, vi the lam giam dan 
tac dung cua opioid (quen thuoc). 

Tom lai, cd che benh sinh cua nghien dang dtfOc lam sang 
to, cung cap cd sd khoa hoc cho cai nghien. Tren than kinh 
trung tfdng cua ngiidi nghien, hien da thay: 

• Tang ch&'t dan truyen than kinh d mot so vung: 
noradrenalin tang cao d vung nhan luc (locus coereleus) gay 
dau hieu ciidng giao cam (non, chuot rut, va mo hoi, nhip 
tim nhanh, tang huyet ap); dopamin tang d vung nhan 
accumbens gay sang khoai. Day la cd sd cua viec dung 
clonidin, chat ciidng a 2 adrenergic de cai nghien vi clonidin 
lam giam noradrenalin d chinh nhan luc nen lam giam diidc 
nhieu trieu chiing cai (non, va mo hoi, nhip tim nhanh, tang 
huyet ap...). 

• Co sd mat thang bdng cua mot so enzym noi bao (nhu tren). 

• Co sii tao ra mot so peptid mdi co tac dung doi khang vdi 
peptid opioid noi sinh tai receptor: cholecystokinin va 
neuropeptid FF (NPFF) (Rothman 1992, Oberling 1993). 
Khi tiem neuropeptid FF vao trong nao dong vat thi 
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nghiem, ngddi ta da ^ay ra dddc nhieu trieu chdng cua hoi 
chdng cai. Vi vay de dieu tri cac hoi chdng cai can phai 
dung thuoc doi khang vdi cac peptid nay, do chinh la cd sd 
cua "lieu phap thay the" bdng methadon. 

7. Mot so nguyen tic dung opioid 

De tranh gay quen thuoc va nghien thuoc, can tuan thu mot 
sd nguyen tac sau: 

- Xac dinh muc dich dieu tri triidc khi bat dau dung 
opioid, chi dung thuoc khi da co chan doan xac dinh. 

- Gidi han dung lieu toi thieu. 

- Khi dieu tri dau, nhat la dau man tinh, nen chon cac thuoc 
chi gay trieu cluing cai nghien nhe moi lan ngutng thuoc. 

- ThUdng xuyen danh gia sd can thiet cua viec tiep tuc 
dung thuoc. 

Trddc khi dung opioid, thay thuoc nen co gang suy ngh! va 
tra ldi cac cau hoi sau: Dung cho ai? Vi sao? Khi nao cin? Dung 
theo dddng nao? Lieu bao nhieu? 

Hien da co may truyen tinh mach dinh lieu do benh nhan til 
dieu khien theo nhu cau (patient- controlled analgesia- PCA) de 
giam dau sau mo, do ung thd. Vi vay, han che dddc lieu dung va 
sd giao dong 16n ve nong do thuoc trong mau khi phai uong hay 
tiem. 

Can rat than trong khi phai sii dung opioid cho: 

- Benh nhan suy giam chvlc nang gan. 

- Benh nhan tang ap ldc noi so. 

— Benh nhan suy giam chdc nang ho hap. 

- Benh nhan huyet ap thap. 

- Benh nhan suy giam chdc nang than. 

- Benh nhan co phi dai tuyen tien liet. 
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THUOC GIAM OAU KHONG PHAIMORPHIN 

(Thuoc chong viem khong steroid) 


Viem 

Viem la phan ting tu ve cua ccf the nham pha huy hoac loai 
trti cac "vat la" khi chung xam nhap vao cc/ the. Tuy nhien, qua 
trinh viem diidc vi nhie nem que diem vao hop phao hoa: mot khi 
no da bat Itia thi kho co the dap tat! 

Trong phan ting viem, nhieu loai te bao diiOc hoat hoa, tap 
trung den 6 viem nhti dai thtic bao, bach cau da nhan, bach cau 
detn nhan, te bao lympho, dieting bao, tieu cau, te bao noi mac... 
giai phong ra nhieu chat hoa hoc co hoat tinh sinh hoc cao, goi 
la cac chat trung gian hoa hoc (TGHH) cua viem nhie 
prostaglandin, leucotrien, histamin, serotonin... Cac chat TGHH 
nay lai hoat hoa cac te bao khac lam giai phong cac enzym tieu 
protein (cac proteinase), cac interleukin 1, 2, 3, TNF, cac 
superoxyd, cac ion hydroxyl, hydroperoxyd... Nhting chat nay lai 
tiep tuc gay thieang ton mo, khep kin "vong luan quan" cua qua 
trinh viem man tinh. Hien tieqng nay cang rb ret khi 6 viem bi 
"giam giti" trong mot khoang cua ccf the (nhie 6 khtip), cac chat 
TGHH khong bi cuon vao tuan hoan chung. 

Thuoc chong viem 

Muc tieu cua dieu tri la phai kiem tra dieqc cac qua trinh 
viem. Sti hieu biet ve cac chat TGHH co vai tro quan trong trong 
viem se dtia den sti phat trien hop ly cac thuoc mtii co hieu qua 
dieu tri tot hem. 
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Vi viem sink ra sot va dau cho nen cac thuoc triidc day ditoc 
goi la thuoc giam dau- ha sot va chong viem, nay con dtidc goi la 
thuoc chong viem khong steroid de phan biet vdi mot nhom 
thuoc chong viem khac co nguon goc tit vo thtfOng than, mang 
nhan steroid la thuoc chong viem steroid (Xem phan “Thuoc 
chong viem steroid"). 

Cac thuoc chong viem khong steroid (CVKS) gom nhieu 
nhom thuoc co cau true hoa hoc rat khac nhau (phan Idn deu la 
acid hitu co), nhitng deu co cac tac dung ditqc ly chung la giam 
dau, ha sot, chong viem va tic che dong von tieu cau vdi mtic do 
khac nhau. Dai dien chung la acid acetylsalicylic (Aspirin). 


cAc tAc dung chinh vA co ch£ cOa 
thuoc ch6ng vi£m khOng steroid 

1. Tac dung chong viem 

Cac CVKS co tac dung tren hau het cac loai viem khong ke 
den nguyen nhan, theo cac cd che sau: 

- Uc che sinh tong hdp prostaglandin (PG) do tic che co hoi 
phuc cyclooxygenase (COX), lam giam PGE 2 va PGF la la 
nhting trung gian hoa hoc cua phan ting viem (Vane va 
cong sti 1971). 

- Lam vting ben mang lysosom (the tieu bao): d o viem, 
trong qua trinh thtic bao, cac dai thtic bao lam giai phong 
cac enzym cua lysosom (hydrolase, aldolase, phosphatase 
acid, collagenase, elastase...), lam tang them qua trinh 
viem. Nhd kha nang lam vting ben mang lysosom, cac 
thuoc CVKS co the ngan can giai phong cac enzym phan 
giai, tic che qua trinh viem. 
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- Ngoai ra co the con co them mot so cd che khac nhti doi 
khang vdi cac chat trung gian hoa hoc cua viem do tranh 
chap vdi cd chat cua enzym, tic che di chuyen bach cau, 
tic che phan ting khang nguyen- khang the. 

Tuy cac thuoc CVKS deu co tac dung giam dau - chong 
viem, song lai khac nhau gitia ty le lieu chong viem/ lieu giam 
dau. Ty le ay ldn hdn hoac bdng 2 vdi hau het cac thuoc CVKS, 
ke ca aspirin (nghla la lieu cd tac dung chong viem can phai gap 
doi lieu co tac dung giam dau) nhting lai chi gan bdng 1 vdi 
indometacin, phenylbutazon va piroxicam. 

2. Tac dung giam dau 

Chi cd tac dung vdi cac chting dau nhe, khu tru. Tac dung 
tot vdi cac chting dau do viem (dau khdp, viem cd, viem day 
than kinh, dau rang, dau sau mo). Khac vdi morphin, cac thuoc 
nay khong cd tac dung vdi dau noi tang, khong gay ngu, khong 
gay khoan khoai va khong gay nghien. Theo Moncada va Vane 
(1978), do lam giam tong hdp PGF 2a nen cac thuoc CVKS lam 
giam tinh cam thu cua cac ngon day cam giac vdi cac chat gay 
dau cua phan ting viem nhti bradykinin, histamin, serotonin. 

Doi vdi mot so" chting dau sau mo, CVKS cd the cd tac dung 
giam dau manh hdn ca morphin vi mo da gay ra viem. 

Trong dau do chen ep cd hoc hoac tac dung true tiep cua cac 
tac nhan hoa hoc, ke ca tiem trtic tiep prostaglandin, cac thuoc 
CVKS cd tac dung giam dau kem hdn, cang chting to cd che 
quan trong cua giam dau do thuoc CVKS la do tic che tong hdp 
PG. Ngoai ra co the con nhting cd che khac. 

3. Tac dung ha sot 

Vdi lieu dieu tri, CVKS chi lam ha nhiet tren nhting ngtidi 
sot do bat ky nguyen nhan gi, khong cd tac dung ha nhiet tren 
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ngUdi thUdng. Khi vi khuan, doc to, n&'m... (goi chung la cac 
chat gay sot ngoai lai) xam nhap vao cd the se kfch thich bach 
cau san xuat cac chat gay sot noi tai (cac cytokin, interferon, 
TNF a ...). Chat nay hoat hoa prostaglandin synthetase, lam 
tang tong hdp PG (dac biet la PGEl E 2 ) tti acid arachidonic 
cua vung dtfdi doi, gay sot do lam tang qua trinh tao nhiet 
(rung cd, tang ho hap, tang chuyen hoa) va giam qua trinh mat 
nhiet (co mach da). Thuoc CVKS do tic che prostaglandin 
synthetase, lam giam tong hdp PG, co tac dung ha sot do lam 
tang qua trinh thai nhiet (gian mach ngoai bien, ra mo hoi), 
lap lai thang bang cho trung tarn dieu nhiet d vung dudi doi. 
Cac thuoc CVKS khong tic che dUdc sot do tiem true tiep PG 
vao vung ducti doi. Vi khong co tac dung den nguyen nhan gay 
sot nen thuoc ha sot chi co tac dung chtia trieu chting, sau khi 
thuoc bi thai trti, sot se trd lai (hinh 4). 



Hinh 4. Sd do cd che gay sot va tac dung cua thuoc ha sot 
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4. Tac dung chong ngung ket tieu cau 

Trong mang tieu ctiu co chtia nhieu thromboxan synthetase 
(COX-1) la enzym chuyen endoperoxyd cua PGG/H thanh 
thromboxan A 2 (chi ton tai 1 phut) co tac dung lam dong von 
tieu cau. Nhtfng noi mac mach cung rat giau prostacyclin 
synthetase, la enzym tong hdp PGI 2 co tac dung doi lap vdi 
thromboxan A 2 . Vi vay tieu cau chay trong mach binh thtidng 
khong bi dong von. Khi noi mach bi ton thtfdng, PGI 2 giam; mat 
khac, khi tieu cau tiep xuc vdi thanh mach bi ton thUdng, ngoai 
viec giai phong ra thromboxan A 2 con phong ra cac "gia tuc" lam 
dinh cac tieu cau vdi nhau va vdi thanh mach, dan tdi hien 
tUdng ngUng ket tieu cau. Cac thuoc CVKS tic che thromboxan 
synthetase, lam giam tong hdp thromboxan A 2 cua tieu c£u nen 
co tac dung chong ngiing ket tieu cau (hinh 5). 

Tieu cau khong co kha nang tong hdp protein nen khong tai 
tao dtidc cyclooxygenase. Vi the, mot lieu nho cua aspirin (50- 
320mg/ngay) da co the tic che khong hoi phuc cyclooxygenase-1 
suot cuoc song cua tieu cau (8- 11 ngay). 

Asipirin la thuoc duy nhat trong nhom CVKS co tac dung 
nay nen dtidc dung de dieu tri dti phong nhoi mau. Cac thuoc 
khac trong nhom chi tic che khong hoi phuc COX-1. 



Aspirin > 1g 

Hinh 5. Sd do cd che tic che dong von tieu cau 
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Co chi' chung cua thuoc CVKS: tic che sink tong hop 
prostaglandin 


Vane (1971) cho ring cd che tac dung chinh cua cac thuoc 
CVKS la tic che enzym cyclooxygenase (COX), lam giam tong 
hdp cac prostaglandin (Xem phan “Cac prostaglandin”) la 
nhting chat TGHH co vai tro quan trong trong viec lam tang va 
keo dai dap ting viem a mo sau ton thUdng. 

Khi ton thUdng, mang te bao giai phong phospholipid mang. 
Dudi tac dung cua phospholipase A 2 (\h enzym bi corticoid tic 
che), chat nay chuyen thanh acid arachidonic. Sau do, mot mat, 
difdi tac dung cua lipooxygenase (LOX), acid arachidonic tao 
thanh cac leucotrien co tac dung co khi quan; mat khac, dudi tac 
dung cua cyclooxygenase, acid arachidonic tao ra PGE 2 (gay 
viem, dau), prostacyclin (PGI 2 ) va thromboxan A 2 (TXA^ tac 
dong den sU ldng dong tieu cau. Cac CVKS tic che COX nen tic 
che dude cac phan ting viem (hinh 6). 


Phospholipid mang 
(te bao ton thirong) 


▼ 


-4 


( + ) 


CORTICOID 

i ' 1 

Phospholipase A. 


Acid arachidonic 



Hinh 6. So do so sanh vj tri tac dung cua CVKS va corticoid 
trong tong hop PG 
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Tuy nhien, cd che tren chtfa giai thfch ditdc day du nhting 
nhan xet lam sang trong qua trinh sti dung thuoc CVKS nhU: 

— Hieu qua va tmh an toan cua cac thuoc CVKS khong 
giong nhau. 

— Hieu qua tic che tong hdp PG va TX cua cac thuoc rat 
thay doi. Nhieu thuoc tic che manh tong hdp PG hdn TX 
va ngvtdc lai. Aspirin tic che manh va khong hoi phuc sti 
ket tap tieu cau vdi lieu thap, nhtfng phai lieu rat cao 
mdi co tac dung chong viem. 

Gan day, cac nghien ctiu da cho thSiy co hai loai COX, dude 
goi la COX- 1 va COX- 2 co chtic ph&n khac nhau va cac thuoc 
chong viem tac dung vdi mtic do khac nhau tren COX- 1 va 
COX-2 (hinh 7). 

- COX-1 hay PGG/ H synthetase- 1 co tac dung duy tri cac 
hoat dong sinh ly binh thtidng cua te bao, la mot "enzym 
cau tao". Enzym co mat d hau het cac mo, than, da day, 
noi mac mach, tieu cau, tti cung, tinh hoan ... Tham gia 
trong qua trinh san xuat cac PG co tac dung dieu hoa 
cac chtic phan sinh ly, on dinh noi moi, bao ve te bao, do 
do con goi la "enzym giii nha" ("house keeping enzyme") : 

+ Thromboxan A 2 cua tieu cau. 

+ Prostacyclin trong noi mac mach, niem mac da day. 

+ Prostaglandin E 2 tai da day bao ve niem mac. 

+ Prostaglandin E 2 tai than, dam bao chtic phan sinh ly. 

- COX- 2 hay PGG/ H synthetase - 2 co chtic phan thuc day 
qua trinh viem. Thay d hau het cac mo vdi nong do rat 
thap, d cac te bao tham gia vao phan ting viem (bach cau 
ddn nhan, dai thtic bao, bao hoat dich khdp, te bao sun). 
Trong cac mo viem, nong do COX- 2 co the tang cao tdi 80 
lan do cac kich thich viem gay cam ting va hoat hoa manh 
COX- 2. Vi vay COX- 2 con dude goi la "enzym cam ting". 
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Nhu vay, thuoc lie che COX- 1 nhieu se gay nhieu tac dung 
khong mong muon, thuoc lie che COX- 2 manh se co tac dung 
chong viem manh ma it gay tac dung phu. 



Kich thich 
gay viem 


Giai phong acid 
arachidonic 
mang te bao 



Hinh 7. Vai tro sinh ly cua COX-1 va COX- 2 
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Ngoai tac dung dc che tong hdp PG, cac thuoic CVKS con co 
the co nhieu cd che khac. Cac thuoc CVKS la cac phan td da md, 
de tham nhap vao mang te bao hoac mang ty the, nhat la vao 
cac bach cau da nhan, nen co the: 

— Uc che tiet cac enzym cua cac the tieu bao. 

— Uc che san xuat cac goc tu do. 

- Cc che lang dong va ket dmh cac bach cau da nhan 
trung tfnh. 

- Uc che cac chdc phan mang cua dai thde bao nhuf dc che 
NADPH oxydase, phospholipase C, protein G, sd van 
chuyen cac anion qua mang. 


CAC THUOC CHONG Vl£M KHONG STEROID VA 

DAC OlfLM 


Vi phan ldn la acid hdu cd nen cac thuoc CVKS de hap thu 
qua dddng tieu hoa, gan nhieu vao protein huyet tddng va thai 
trd qua than b&ng loc qua cau than hoac bai xuat qua ong than. 

1. Thuoc chong viem khong steroid loai urc che COX khong 
chon loc 

1.1. Nhdm acid salicyllic 

Thddng dung la acid acetylsalicylic (Aspirin). 

Cho den nay, tuy da co nhieu thuoic mdi, song aspirin van la 
thuoic dddc dung nhieu nhat (d My la 10.000 - 20.000 tan/ nam) 
va dddc coi la thuoic chu^n de danh gia, so sanh vdi thuoic khac. 


53 


Bang 7. Phan loai hoa hoc cac thuoc ha sot 
giam dau - chong viem 

Loai tfc che COX khdng chon loc 

Nhdm acid salicylic 

• Aspirin 
Nhdm indol 

• Indometacin, sulindac 

• Etodolac (rieng thudc n^y lai (sc ch^ chon loc COX - 2) 

Nhdm pirazolon 

• Phenylbutazon 
Nhdm acid enolic 

• Oxicam (piroxicam, meloxicam) 

Nhdm acid propionic 

• Ibuprofen, naproxen, ketoprofen, fenoprofen 
Nhdm dan xuat acid phenylacetic 

• Diclofenac 

Nhdm dan xuat acid heteroarylacetic 
• Tolmetin, ketorolac 
Loai tire che chon loc COX - 2 
Nhom furanon co nhdm the diaryl 

• Rofecoxib 

Nhdm pyrazol co nhdm the diaryl 

• Celecoxib 
Nhdm acid indol acetic 

• Etodolac 
Nhdm sulfonanilid 

• Nimesulid 
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- Tac dung chong viem chi xuat hien vdi lieu > 3g/ngay, vi 
the de gap tac dung phu nen thudng thay bdng thuoc khac. 

- Tac dung giam dau: nhtic dau, dau cd, dau kinh, dau 
xitdng khdp. Lieu nhu lieu ha sot: 0,5g x 4- 6 lan/ngay. 
Tre em 50- 75 mg/kg, chia lam 4- 6 lan/ngay. 

- Vdi lieu 100 mg/ngay, aspirin tic che lang dong tieu cau 
bang each phong toa khong hoi phuc cyclooxygenase cua 
tieu cau, lam giam TX A 2 cho nen tac dung keo dai suot 
cuoc song cua tieu cau (8-12 ngay). 

- Tren thai trti acid uric: vdi lieu thap (1- 2 g/ngay), aspirin 
lam giam thai trti acid uric qua ntidc tieu do lam giam bai 
xuat chat nay d ong lUdn xa. Lieu cao (2- 5 g/ngay) lam 
tang thai trti do tic che tai hap thu acid uric d ong lddn 
gan. Tuy nhien, aspirin khong dtidc dting de chong viem 
trong cac edn gout, vi cd thuoc khac dac hieu hdn. 

- Tai bien tieu hoa khoang 50%. 

Hien nay do cd nhieu thuoc mdi tot hdn. Aspirin thtidng chi 
con dtidc dting de chong dong von tieu ctiu. 

1.2. Nhom indol: indometacin va sulindac 
Indometacin (1963) 

Tac dung chong viem manh hdn hydrocortison 4 lan. 

Tac dung giam dau lien quan mat thiet vdi tac dung chong 
viem. Ty le lieu chong viem/ lieu giam dau bdng 1. 

Khong dting de ha sot ddn thuan vi nhieu doc tinh. Hai doc 
tinh thtidng gap la loet tieu hoa (dti dung bdng dtidng tiem 
vi co chu ky gan- ruot) va nhtic dau vting tran (do cong thtic 
ttidng tti nhti serotonin). Ngoai ra con gap giam bach cau, 
giam tieu cau, phan ting qua man. Doc tinh cd the gap tren 
35- 50% ngtidi dting thuoc. 
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Lieu dung: Indometacin (Indocid, Indocin) vien nen hoac 
vien nang, lieu dau 15 mg x 2 lan/ngay, tang dan den 100- 
150 mg/ngay. Uong vao luc di ngu, chiu thuoc de hdn . 

Sulindac 

Sulindac la "tien thuoc" ("prodrug"): ban than no khong co 
hoat tfnh, vao cd the dddc chuyen hoa thanh din chat sulfur co 
hoat tfnh sinh hoc manh, dc che cyclooxygenase manh 500 lln 
hdn sulindac. Ve cau true hoa hoc, sulindac la indometacin da 
dUdc thay methoxy blng fluor va thay clor bang goc 
methylsulfinyl (CH 3 SO“). 

Trong thde nghiem, tac dung dddc ly cua sulindac bang mot 
nUa indometacin; trong thUc te lam sang, tac dung chong 
viem va giam dau cua sulindac tddng tu aspirin. 

Trong cd the, sulindac bi 2 phan dng sinh chuyen hoa chfnh: 
oxy hoa thanh sulfon va roi khu thuan nghich thanh sulfid, 
la chat chuyen hoa co hoat tfnh. Thdi gian ban thai cua 
sulindac la khoang 7 gid, nhUng thdi gian ban thai cua sulfid 
dai tdi 18 gid. Vi vay, tuy thdi gian ban thai ngan nhdng hieu 
qua giam dau cua sulindac van dai. Thuoc difdc chi dinh chu 
yeu cho viem khdp dang thap, thoai hoa xifdng khdp va viem 
edng dot song. Mot chi dinh mdi cua sulindac la polyp dai 
trang di truyen, thuoc lam giam dvfdc ca so' liidng va ca kfch 
cd cua polyp. 

Ty le va miic do doc tfnh kern indometacin. Doc tfnh tieu 
hoa khoang 20%, thifdng nhe. 

^ •> ^ 

Che pham: Arthrocin, Artribid, Clinoril vien 150 va 200 mg; 
moi ngay uo'ng 1- 2 vien, lieu to'i da 400 mg/ngay, la lieu 
tUdng dvfdng vdi 4 g aspirin, 125 mg indometacin. 

Etodolac 

La thuoc co tac dung dc che utu tien tren COX- 2 (Warner va 
cong sU 1999) nen tac dung phu tren tieu hoa rat thap. 
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Hap thu nhanh qua tieu hoa, 99% gan vao protein huyet 

tUdng, co chu ky gan- ruot. Thdi gian ban thai la 7 gid. 

Lieu uong 200- 400 mg (Lodine) co tac dung giam dau sau 

mo 6- 8 gid. 

1.3. Nhom pyrazolon: phenylbutazon (1949) 

Hien chi con dung phenylbutazon. Cac dan xuat khac nhti 
phenazon (Antipyrin), aminophenazon (Pyramidon), metazon 
(Analgin), oxy- phenbutazon khong dung ntia vi co nhieu doc 
tinh va da co nhieu thuoc khac thay the. 

Phenylbutazon co tac dung chong viem tot, dac biet la vdi 
viem dinh khdp, thdi gian ban thai dai, tren 3 ngay. 

Vdi lieu 600 mg, phenylbutazon (hoac dan chat chuyen hoa 
d gan la gammahydroxyphenylbutazon) co tac dung thai trif 
acid uric do lam giam tai hap thu acid nay d ong litdn gan. Tac 
dung ttfdng t \i nhu sulfinpirazon, lam giam sot va giam viem 
nhanh trong cac cdn cap tinh cua benh gout. 

Doc tinh thvtdng gap va nang: loet da day du dung bing 
dudng tiem, gifl natri gay phu, tang huyet ap, phan dng di ting, 
giam bach cau, suy tuy. 

Che pham va lieu ltidng: Phenylbutazon, Butazolidin, vien 
50 va 100 mg. Uong tti lieu thap 100- 200 mg, tang dan den 400- 
600 mg tuy theo tinh trang benh va sti chiu thuoc cua ngtidi 
benh. Moi dot khong qua 15 ngay, nghi 1 tuan, uong lai. Vi 
nhieu doc tinh nen chi dung phenylbutazon khi cac thuoc khac 
to ra kem tac dung, va phai can nhac ky cac kha nang tai bien 
cho benh nhan. 

1.4. Nhom acid enolic- Din xuat oxicam: piroxicam va tenoxicam 

La nhom thuoc giam viem mdi, co nhieu tiu diem: 
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- Tac dung chong viem manh vi ngoai tac dung tic che 
COX con tic che proteoglycanase va collagenase cua mo 
sun, lieu dieu tri chi bang 1/6 so vdi cac thuoc the he 
trtftic. Tac dung giam dau xuat hien nhanh, ntia gid sau 
khi uong. 

- Thdi gian ban thai dai (2- 3 ngay) cho phdp dung lieu 
duy nhat trong 24 tieng. Gin vao protein huyet tUdng 
tdi 99%. Tac dung dieu tri toi da dat dildc sau 2 tuin. 

- It tan trong md so vdi cac thuoc CVKS khac cho nen dl 
tham vao mo bao khdp bi viem, it tham vao cac mo khac 
va vao than kinh, giam ditdc nhieu tai bien. 

- Cac tai bien thtfdng co ty le khoang 20%. 

. — ThUdng chi dinh trong cac viem man tfnh vi thdi gian 
ban thai dai. 

- Che pham va lieu ludng: 

Piroxicam (Felden): 10- 40 mg/ngay. Vien nang 10 mg, 
20 mg; ong tiem 20mg/ml. tic che sinh tong hdp PG tUdng 
dvfdng indometacin. 

Mdi day do thay tai bien tren tieu hoa cua piroxicam cao 
nen nhieu nude da bo. 

Tenoxicam (Tilcotil): 20 mg/ngay. Vien nen 20 mg; ong 
tiem 20 mg/ 2 ml. Lieu dung 20mg x 1 lan/ngay. 

Meloxicam (Mobic): vien nen 7,5 va 15 mg. Lieu toi da 
15 mg/ngay. In vivo, tic che COX- 2 manh hdn COX- 1 chi 10 lan, 
nen khong con dvfdc coi la thuoc tic che Uu tien COX- 2 ntia. 

1.5. Nhom dan xuat acid propionic 

- Lieu thap co tac dung giam dau, lieu cao hdn co tac dung 
chong viem. 
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- So vdi aspirin, indometacin va pirazolon cac thuoic trong 
nhom nay co it tac dung phu hem, nhat la tren tieu hoa, 
vi vay diidc dung nhieu trong cac trddng viem khdp man 
tfnh. Cac thuoc thddng khac nhau ve mdc do dc che 
COX (ibuprofen, fenoprofen b&ng aspirin, naproxen 
manh hdn 20 l&n). 

— Che pham va lieu lddng: 

Ibuprofen: yien 200- 300- 400 mg. Uong 1200-1600 mg/ngay. 

Naproxen: vien 250 mg. Uong 250 mg x 21an /ngay. 

Fenoprofen: vien nang 300- 600 mg. Uong 600 x 4 lan/ngay. 

Ketoprofen: vien nang 50 mg. Uong 50 mg x 2- 4 lan/ngay. 

Trong so cac thuoic CVKS, ketoprofen la thuoic co ca tac 
dung giam dau ngoai bien va trung ddng do thuoc tham qua 
diidc hang rao mau-nao va dat diidc nong do tac dung tai trung 
tarn nhan cam va ddn truyen dau d tuy song va tren tuy song. 
Tai cac trung tam nay, thuoic cung dc che COX, lam giam tong 
hdp PG, do do lam giam giai phong cac chat trung gian gay dau 
(chat P, glutamat). 

Do co cd che trung ddng, ketoprofen co the dung theo dddng 
tiem bap, tiem tlnh mach 100-200 mg/ngay. Chi dinh cho giam 
dau sau mo, nhat la trong chinh hinh va mo dddng nieu. 

1.6. Nhom dan xuat cua acid phenylacetic 

Dai dien duy nhat la diclofenac (Voltaren). 

- Tac dung dc che COX manh hdn indometacin, naproxen 
va nhieu thuoic khac. Ngoai ra co the con lam giam nong 
do acid arachidonic tii do trong bach cau do ngan can 
giai phong hoac thu hoi acid beo. 
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- Hap thu nhanh va hoan toan qua dtidng tieu hoa, nhting 
chi 50% vao dtidc tuan hoan va bi chuyen hoa trong qua 
trinh hap thu, thdi gian ban thai la 1- 2 gid, nhung tich 
luy d dich bao khclp nen tac dung vln giti dtidc lau. 

— Chi dinh trong viem khdp man tinh. Con dung giam dau 
trong viem cd, dau sau mo va dau do kinh nguyet. 

- Tac dung phu it, chi khoang 20%, co the lam tang 
aminotransferase gan gap 3 lan nhung hoi phuc dUdc. 

- Che pham va lieu litdng: vien 50- 100 mg. Uong 100- 
150 mg/ngay. 

1.7. Nhom din xuat acid heteroarylacetic 
Tolmetin 

Tac dung chong viem, giam dau va ha sot titdng tu aspirin 
nhung de dung nap hdn. 

Hap thu nhanh va hoan toan qua ditdng tieu hoa, dat nong 
do toi da trong huyet tildng sau 20 den 60 phut, 99% gin 
vao protein huyet tUdng, thdi gian ban thai 5 gid. Thucic 
dtfdc giQ lai trong bao hoat dich tdi 8 gid sau 1 lieu duy nhat. 

Tac dung phu: 25- 40%, thitdng gap dau thtfdng vi (15%), 
kho tieu, buon non, chong mat, mat ngu. 

Tac dung chong viem, giam dau d lieu 0,8- 1,6 g/ngay, 
tildng ditdng vdi aspirin 4- 4,5 g/ngay hoac indometacin 
100- 150 mg/ngay. Lieu toi da la 2 g/ngay chia lam 3- 4 lan. 

Ketorolac 

La thuoc co tac dung giam dau manh hdn chong viem. Khac 
opioid, tac dung giam dau cua ketorolac khong gay quen 
thuoc va dau hieu cai thuoc, khong tic che trung tam ho 
hap. Co tac dung chong viem tai cho, dung nho mat. 
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Hap thu nhanh qua dtidng uong, dat nong do huyet ttidng 
toi da sau 30- 50 phut, sinh kha dung 80%, gan htiu het vdi 
protein huyet ttidng va thdi gian ban thai la 4- 6 gid. La mot 
trong so' it thuoc CVKS co the dung dtidng tiem. 

Tac dung phu gap 2 lan placebo, thtidng la ngu ga, chdng 
mat, nhtic dau, kho tieu, non, dau cho tiem. 

Chi dinh de giam dau ng^n han, dufdi 5 ngay nhii dau sau 
mo: tiem bdp 30- 60 mg; tiem tlnh mach 15- 30 mg va uong 
5- 30 mg. 

Khong dung cho dau trong san khoa. Khong dung cho dau 
nhe va dau man tinh. 

2. Thuoc chong viem khong steroid loai lire che chon loc COX- 2 

Cac thuoc loai nay co nhiing dac diem sau: 

- Uc che chon loc tren COX -2 nen tac dung chong viem 
manh, vi He che COX- 1 yeu nen cac tac dung phu ve 
tieu hoa, mau, than, edn hen... giam di rat ro ret, chi con 
tvf 0,1- 1%. 

- Thdi gian ban thai dai, khoang 20 gid cho nen chi can 
uong moi ngay 1 lan. 

- Hap thu d! dang qua dUdng tieu hoa, de tham vao cac mo 
va dich bao khdp nen co nong do cao trong mo viem, chi 
dinh tot cho viem xUdng khdp va viem khdp dang thap. 

Vi ket tap tieu cau phu thuoc duy nhat vao COX- 1, nen cac 
thuoc nhom nay khong dung de du phong dUdc nhoi mau cd tim. 
Vdn can dung aspirin. 

Qua thilc te sil dung, van thay co tac dung phu do tic che 
COX- 1 cho nen nhieu tac gia de nghi khong dung tti tic che 
"chon loc " ma nen thay bang tti tic che "liu tien" COX- 2 thi 
dung hdn. 
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2.1. Nhom coxib 

Cho den nay da co mot so coxib dUdc dUa vao dieu tri. Xep 
theo thU tu mUc do etc che Uu tien tren COX cua 5 thuoc dau 
tien thi: lumiracoxib = etoricoxib > valdecoxib = rofecoxib » 
celecoxib. 

Ngoai nhUng Uu diem cua thuoc Uc che Uu tien COX - 2 nhu 
da neu tren, sau 5 nam sU dung, cac nghien cUu da trung tam 
tren the gi6i da cho thay: 

- Cac coxib lam giam tao thanh PGI 2 cua te bao noi mac 
mach manh hdn lam giam TXA 2 cua tieu cku rat nhieu, 
do do co the lam tang nguy cd huyet khoi tSc mach, gay 
tai bien dot quy. 

- Binh thUdng, PGE 2 va PGI 2 gay gian mach than. Khi bi 
giam tong hdp, mach than co, gay tiet renin, lam huyet 
ap tang. Thuoc dc che COX - 2 d§ gay t&ng huyet ap hdn 
thuoc CVKS. 

Tcf nhUng nhan xet do, da co 2 thuoc bi rut khoi thi trUdng, 
do la rofecoxib (Vioxx) rut tU thang 9/2004 va valdecoxib 
(Bextra) rut tti thang 5/2005. Parecoxib va eterocoxib da dUdc 
dung d chau Au, con d My thi van dang theo doi thu nghiem lam 
sang. 

Vi the, khong nen dung thuoc Uc che Uu tien COX-2 cho 
ngUdi co nguy cd tim mach va cao huyet ap. 

2.1.1. Celecoxib (Celebrex) 

Thuoc Uc che COX-2 manh hdn COX-1 tU 100 den 400 lan, 
dUdc dung d My tU 1998. 

- Hap thu qua tieu hoa, dat nong do dinh huyet tUdng sau 
2-4 gid. G^n manh vao protein huyet tUdng. Phan 16n bi 
chuyen hoa d gan. Thdi gian ban thai la 11 gid. 
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- Lieu thiidng dung la 100 mg x 2 lan/ngay. Trong thap 
khdp co the tang tdi 200 mg x 2 lan/ngay. Than trong vdi 
ngiidi co benh mach nao, mach vanh. 

2.1.2. Parecoxib (Dynastat) 

Parecoxib la tien thuoc, vao cd the bi khd oxy va methyl hoa 
thanh valdecoxib co hoat tfnh. Valdecoxib da bi rut khoi thi 
triidng tfif 2005 cho nen parecoxib hien khong diidc dung d Anh 
va My, nhiing van con diidc liiu hanh d Ddc va Uc. Day la thuoc 
duy nhat thuoc nhom coxib dUdc dung dudi dang tiem, thuan 
tien cho giam dau sau mo khi ngUoi benh chtfa the uong thuoc 
dUdc. Thuoc con can diidc danh gia lam sang them nuta. 

Viet Nam chaa cho ltfu hanh. 

2.1.3. Lumiracoxib 

Thuoc diidc hap thu nhanh, dat nong do dinh huyet tUdng^ 
sau 1-3 gid. Do co tinh acid hdn cac coxib khac nen de tham vao o 
viem. Thdi gian ban thai trong dich bao khdp dai hdn trong huyet 
tiidng, vi the co the uong mot lieu duy nhat trong ngay. Tac dung 
chong viem - giam dau tiidng diidng naproxen. La thuoc lie che 
Uu tien tren COX-2 manh nhat trong nhom coxib hien nay. 

Lieu dieu tri thong thiidng: uong 400 mg x 1 lan/ngay vdi 
dau cap tfnh, va 100-400 mg/ngay vdi dau man tfnh. 

Thuoic da cd mat d 50 niidc tuy nhien ngay 10/8/2007 do 
phat hien cd 8 ngiidi bi ton thiidng gan (2 tu vong) nen cd quan 
quan ly thuoc cua Uc da quyet dinh thu hoi. 

Den nay hau het ca niidc da thu hoi. 

2.1.4. Etoricoxib (Arcoxia) 

Etoricoxib khong diidc hap thu hoan toan (chi 83%), thdi 
gian ban thai dai khoang 20-26 gid. Hien dang diidc danh gia 
lam sang. 

Thuoc diidc phep dung d tren 70 niidc (trii My) de dieu tri viem 
xiidng khdp, viem khdp dang thap, viem khdp cap dang gout (acute 
gouty arthritis), dau cd, dau sau mo, dau kinh nguyet. 

Lieu thiidng dung: uong 60-90 hoac 120 mg/ngay/lan. 
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2.2. Nhom acid indol acetic 
Etodolac (Xem 1.2). 

2.3. Nhom sulfonanilid 
Nimesulid 

La hdp chat cua sulfonanilid co cau true hoa hoc: 



NHSO2CH3 


Thuoic dupe hap thu nhanh qua dUdng tieu hoa, khong bi anh 
hudng bdi thUc an: khdi phat tac dung nhanh sau uong 15 phut. 

Ngoai tac dung tic che COX — 2, con tic che hoat hoa bach 
cau trung tinh lam giam san xuat cytokin co tac dung chong oxy 
hoa va tic che cac enzym huy protid. 

Tac dung khong mong muon: tieu chay, non, ngtia phat ban, 
chong mat, dang mieng, suy gan. 

Khong dung cho tre em dudi 12 tuoi. 

Lieu dung: vien nen lOOmg, moi ngay uong 1 - 2 vien. 

3. Dan xuat para- aminophenol: acetaminophen (Paracetamol) 
Paracetamol (acetaminophen; N - acetyl - p - aminophenol) 

La chat chuyen hoa co hoat tinh cua phenacetin. 

• Tac dung 

Paracetamol co cUdng dp va thdi gian tac dung tUdng tu 
aspirin ve giam dau va ha sot. Khong co tac dung chong 
viem nen khong dupe xep vao nhom thuoc CVKS, tuy cd che 
tac dung vln la tic che COX - 1 va COX - 2. 
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Paracetamol khong co tac dung chong viem do tai 6 viem co 
nhieu peroxid, lam mat tac dung tic che COX, trong khi d 
nao nong do peroxid rat thap (Marshall, 1987). Mat khac 
acetaminophen khong tic che hoat hoa bach cau trung tmh 
nhit cac CVKS khac (Abramson, 1989). 

Cd che giam dau cua paracetamol chtfa hoan toan biet ro, 
nhtfng da thay ngoai cd che ngoai bien, thuoc con co tac dung 
giam dau trung tfdng do tham nhanh dtfdc vao dich nao tuy, tic 
che COX-1, COX-2 va hoat hoa he opioid noi sinh 
(Bjorkman,1994) tai tuy song va nao. 

• Dddc dong hoc 

Paracetamol dude hap thu nhanh chong va hoan toan qua 
difdng uong, dat dinh huyet tiidng sau 30- 90 phut, sinh kha 
dung la 90 - 98%, hau nhit khong gin vao protein huyet 
tvtdng, chi vdi nong do doc cap tmh mdi gan khoang 20- 50%. 
Chuyen hoa phan ldn d gan va mot phan nho d than, cho cac 
dtin xuat glucuro- hdp 60% va sufo- hdp 35%, phan ting lien 
hdp vdi cystein chi 3%, thai trti qua than. Thdi gian ban 
thai khoang 2 gid. 

• Doc tinh 

Vdi lieu dieu tri thong thitdng htiu nhut khong cd tac dung 
phu, khong gay ton thit«ing ditdng tieu hoa, khong gay mat 
thang b^ng kiem toan, khong gay rdi loan dong mau, 
khong gay tai bien tim mach va ho hap, rat it gap phan 
ting qua min. 

Tuy nhien, khi dung lieu cao (tren lOg), sau thdi gian tiem 
tang 24 gid, xuat hien haai tti te bao gan, cd the tien trien 
tdi chet sau 5- 6 ngay. Vi la thuoc ha sot giam dau rat 
thong dung, nhitng khi nhiem doc lai thiidng rat nang nen 
chung toi trinh bay ky phan nay. 
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Paracetamol bi oxy hoa d gan do cytocrom P 450 tao ra N- 
acetyl parabenzoquinonimin se la nguyen nhan gay doc cho 
chinh te bao gan. Ch&'t nay la mot chat phan ting manh, chi 
chiem 1- 4% paracetamol bi chuyen hoa. Binh thtfdng no bi 
mat hoat tinh rat nhanh do ket hdp vdi glutathion cua gan 
va bi thai qua than. Khi dtf trti glutathion cua gan bi can 
kiet (chi con 70- 80%) thi chat chuyen hoa nay se tang len, 
g&n vting ben vdi protein gan bang dtfdng noi cong hoa tri, 
lam hoai tc( te bao gan. Ton thvtdng nang nhat d vung trung 
tam mui gan, quanh tinh mach. 

Nhii vay, gan de bi nhiem doc khi: 

- Cd the co thieu hut glutathion nhu bi suy dinh dudng, 
nghien rutdu man tinh, che do an khong du chat, co thai. 

— Dang dung thuoc co tac dung gay cam dng enzym 
chuyen hoa thuoc (tang hoat lilc cua enzym), lam 
toe do chuyen hoa cua paracetamol tang, gan khong 
kip khd doc N- acetyl parabenzoquinonimin. Thi du 
nhit phenobarbital (Gardenal), rifampicin, 
carbamazepin, phenytoin...Trong tritdng hdp nay tuy 
lieu dieu tri thap hdn lieu doc thong thtfdng, vln co 
the bi nhiem doc. 

Lieu doc: ngvfdi ldn uong mot lan 5g; tre em uong mot lan 
100 mg/kg the trong. 

Cac dau hieu lam sang va xet nghiem: thUdng khong co 
trieu chdng trong 12- 24 gid dau. Neu lieu cao, co the gap 
non, tieu chay, dau bung, roi loan tri giac va toan huyet do 
chuyen hoa. Ngay thti hai den thd tit dau ha svfdn phai, 
gan to, vang da thd phat do hien tildng tieu huy te bao gan 
vung trung tam mui gan. Nang hdn nula la hon me gan do 
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tang amoniac mau, co the kem theo ha dtfdng huyet, toan 
huyet va cac dau hieu chay mau (dong mau rai rac noi mac 
mach va giam tieu cau), dan tdi hon me va co the chet vao 
ngay thii bay. 

Ton thudng ong than, the hien bdng viem ong than cap 
trong vong khoang 24- 72 gid. Cd che cua ton thudng nay la 
do te bao than co kha nang khcf acetin cua paracetamol de 
thanh para aminophenol, doc v6i than. 

mg/I 



6 gid thCr4: 200 mg/L 
6 gid thif 15:30 mg/L 

Hinh 8. Xac dinh mire nong do doc cua paracetamol trong mau 
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Doi khi amylase mau cung tang. 

Neu khong nang l&m, chile phan gan trd lai binh thtfdng 
sau 5 ngay va cau true cua gan binh thtfdng sau 3 thang. 

Hien tutdng tieu bao the hien bang tang GPT, GOT, LDH 
(lacticodehydrogenase) bat dau vao gid thijt 12- 36 va toi da 
sau 3- 6 ngay. 

Tien ltfdng dila vao the trang benh nhan, lieu dung (rat 
nang neu uong lieu 1 lan > lOg); nong do paracetamol 
trong mau (nen do vao gid thii 4 vi trtfdc 4 gid, do hap thu 
chtfa hoan toan se danh gia thap. Lan do thii hai vao gid 
thti 15 de tinh thdi gian thai trii so vdi dildng "quy tfdc"). 
Khi paracetamol mau d tren diidng A la nang, neu d dudi 
dddng A thi viem gan thtfdng khong co, hoac rat nhe 
(H.8). 

Dieu tri: khong co phiidng phap dieu tri dac hieu. 

- Loai khoi da day lildng thuoc con ton dong bdng niia da 
day trong 6 gid dau va uong than hoat lieu mot ldn cho 
ngUdi ldn la 50g va cho tre em la lg/kg can nang. 

- Trung hoa chat chuyen hoa co tac dung gay hai de giai 
doc cho gan: Dung cac hdp chat co - SH de bo sung du 
trU glutathion cho gan. Thi du: dung N- acetyl- cystein 
(NAC) la chat tien than cua glutathion co dtfdi 2 dang: 
Mucomyst (uong) va Fluimucil (tiem tinh mach), dung 
cang sdm cang tot. Sau 36 gid, gan da bi ton thudng thi 
tac dung se kem. 

Mucomyst dung khi benh nhan con tinh, khong co ro'i loan 
tieu hoa. Vien 200 mg. Lieu d5u 140 mg/kg, sau do moi 4 gid 
cho uong 70 mg/kg cho tdi gid thd 72. 
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Fluimucil ong 5 g trong 25 ml, dung tiem tlnh mach khi 
benh nhan khong dung dtfbng uong diidc. Lieu dau 150 
mg/kg pha trong 200 ml huyet thanh ngot 5% de truyen 
trong 15 phut. Sau do dung lieu 50 mg/kg pha trong 500 ml 
huyet thanh ngot 5% truyen trong 4 gib. Cuoi cung la lieu 
100 mg/kg pha trong 1 lit huyet thanh ngot 5% de truyen 
trong 16 gib. Neu paracetamol mau xuong dtfdi dtfbng A thi 
ngiing dieu tri. Truyen tiep neu con tren diibng A. 

Tac dung cua NAC qua ditbng uong va dubng tiem tlnh 
mach deu nhu nhau. Dtfbng tlnh mach dam bao duqc so" 
liidng hap thu, nhtfng co nhieu tai bien di bng dubi dang noi 
man, co that khf quan, phu Quinck, tut huyet ap do giai 
phong histamin. 

• Lieu litdng 

Lieu uong thong thtfdng: 350- 1000 mg/lan. 

Dat hau mon: 650 mg. 

Khong dung qua 4000 mg/ngay. 

Lieu cho tre em: 40- 480 mg/lan (hoac 10 mg/kg). Khong 
dung qua 5 lan moi ngay. 

• Cac che pham 

Hien co rat nhieu biet dude chda paracetamol vbi ten goi rat 
khac nhau, ditoi cac dang thuoc sau: 

- Vien nen, vien nang, vien sui: 80-150-300 va 500 mg. 

- Goi chtia bot pha uong: 80 mg/ goi va 120 mg/ goi. 

- Dung dich uong cho tre em: 150 mg/5 ml- Lo 90 ml. 

- Dang tiem: 
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+ Prodafalgan: lo thuoc bot 1 g + dung moi. Pha ngay 
trtidc khi dung, tiem b&p sau hoac tiem cham tlnh 
mach trong vong 2 phut. Lieu dung 1-2 g/ lan, each 4- 
6 gid. Khong dung qua 8 g/ ngay. 

+ Perfalgan: la dung dich paracetamol tan hoan toan, 
on dinh, khong bi thuy phan hay oxy hoa, dung dude 
ngay. Perfalgan lg co tiidng dUdng sinh hoc vdi 2g 
prodafalgan va co tac dung giam dau tUdng dUdng vdi 
ketorolac 30 mg, diclofenac 75 mg tiem bSp, morphin 
10 mg tiem bSp. 

Lieu dung: lg x 2-4 lan/ ngay. Khong dung qua 
4g/ ngay 

Phoi hdp perfalgan va morphin trong giam dau sau mo se 
lam giam dvfdc 40-50% lieu morphin do thuoc co tac dung giam 
dau trung Udng theo cd che khac nhau, dong thdi lam giam dtfdc 
tac dung tic che than kinh trung tidng cua morphin. 


DLfOC eCNG HOC CHUNG CClA 
CAC THUOC CHONG Vl£M KHONG STEROID 


Moi thuoc CVKS dang dung deu la cac acid yeu, co pKa tti 2 
den 5. 

Hap thu dl qua tieu hoa do it bi ion hoa d da day. 

Gtin rat manh vao protein huyet ttidng, chu yeu la albumin, 
co thuoc tdi 99,7% (nhom oxicam, diclofenac), do do dl day cac 
thuoc khac ra dang til do, lam tang doc tinh cua thuoc do 
(sulfamid ha dtidng huyet, thuoc khang vitamin K...). 
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Cac thuoc CVKS de dang tham nhap vao cac mo viem. Nong 
do thuoic trong bao hoat dich bang khoang 30- 80% nong do 
huyet tudng. Khi dung lau se vifdt qua nong do huyet tifdng. Do 
do tac dung chong viem khdp dvfdc duy tri. 

Bi giang hoa d gan (trif acid salicylic), thai qua than dufdi 
dang con hoat tinh khi dung vdi lieu chong viem va lieu doc. 

Cac thuoc khac nhau ve do thai trtit, t/2 huyet titdng thay 
doi tit 1 - 2 gid (aspirin, nhom propionic) den vai ngay (pyrazol, 
oxicam). 

Nhom salicylic dung cho dau nhe (dau rang) hoac cac viem 
cap tinh. Cac CVKS co thdi gian ban thai dai ditdc dung cho 
viem man tinh vdi lieu 1 lan/ngay. 

DiJa theo thdi gian ban thai cua thuoc, co the chia cac 
CVKS lam 3 nhom (bang 8 ): 

Cac thuoc co thdi gian ban thdi ngan, ditdi 10 gid, can uong 
3 lan/ngay, benh nhan kho tuan thu. Tuy nhien, co ldi la khi 
ngijfng thuoc, tac dung se het nhanh, nhat la khi xay ra tac 
dung khong mong muon. An toan hdn cho ngitdi cao tuoi va 
benh nhan suy than. 

Cac thuoc co thdi gian ban thdi dai, tren 30 gid, chi cdn 
dung 1 lan/ngay, ngtfdi benh khong quen. Tuy nhien de gay 
tfch luy thuoc, nhat la vdi ngitdi co tuoi va suy than, de gay 
tai bien nang, khi ngirng thuoc tac dung doc hai con keo dai. 
Phai 7 l&n t/2 thi thuoc mdi thai trti het, nhtf vay, vdi 
piroxicam co t/2 = 40 gid, phai chd 12 ngay. 

Cac thuoc co thdi gian ban thdi trung gian : ttfdng doi de 
dung va it tac dung phu hdn. 
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Bang 8. Phan loai thuoc theo thdi gian ban thai (t/2) 


Loai thuoc 

Ten thuoc 

t/2 (gicf) 

So Ian dung/ngay 


Aspirin 

0,25 

3-4 


Diclofenac 

1.1 

2-4 

t/2 ngan 

Ketoprofen 

1,8 

2-4 


Ibuprofen 

2,1 

3-4 


Indomethacin 

4,6 

3-4 


Naproxen 

14 

2 

t/2 trung binh 

Sulindac 

14 

2 


Meloxicam 

20 

1 


Nhom coxib 

20-30 

1 


Piroxicam 

40-45 

1 

t/2 d^i 

Tenoxicam 

60- 75 

1 


Phenylbutazon 

68 

1 


cAc tAc dung khong mong muon cGa 

CAC THUOC CHONG VlEM KHONG STEROID 


Tac dung phu cua nhom nay thtidng lien quan den tac dung 
tic che tong hop PG. 

1. Loet da day- ruot 

Niem mac da day ruot san xuat PG, dac biet la PGE 2 va 
PGI 2 co tac dung lam tang tao chat nhay day khoang 5 mm de 
bao phu bao ve ldp bieu mo da day. Ngoai ra PG co the con kich 
thi'ch phan bao de thtidng xuyen thay the cac te bao niem mac bi 
pha huy. Thuoc CVKS tic che tong hop PG, tao dieu kien cho 
HC1 cua dich vi gay ton thtidng cho niem mac sau khi "hang 
rao" bao ve bi suy yeu. 

Nhieu nghien ctiu da cho thay, gay chay mau cao nhat la 
piroxicam, sau do, theo thti tti giam dtin la indometacin, 
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ibuprofen, diclofenac, naproxen. Cac thuoc dc che chon loc tren 
COX- 2 an toan hdn. 

De dvf phong loet da day, thiidng dung misoprostol (xem 
muc Nguyen tac chung khi su! dung CVKS d diidi), hoac 
omeprazol (thuoc dc che bom proton). Khong dung thuoc khang 
H 2 va sucralfat. 

2. Lam keo dai thdi gian chay mau do urc che' ngung ket tieu cau 

La dac diem chi thay d aspirin dung lieu thap 50-320mg/ngay. 

3. Tren than va huyet ap 

Thuoc CVKS ft co anh hddng den chdc nang than va huyet 
ap cua ngiidi binh thudng. Tren benh nhan suy tim sung huyet, 
xd gan, viem than, giam the tfch mau va cac trang thai eddng 
giao cam, ciidng he renin-angiotensin thi vai tro cua PG d than 
trd nen rat quan trong. CVKS do lam giam tong hdp PGE 2 , PGI 2 
d than nen lam giam sd dc che cua PG tren ca qua trinh tai hap 
thu Cl“ va ca tac dung cua hormon cho'ng bai nieu (ADH), dan 
den d muo'i va nddc (phu), lam giam hieu qua cua thuoc cho'ng 
tang huyet ap, giam hieu qua cua thuoc ldi nieu. 

PG co vai tro trong tuan hoan than, lam gian mach than. 
Uc che tong hdp PG tai than de gay hoai td gai va sau la viem 
than ke man tfnh, giam chdc nang cau than. Ty le tai bien 
khoang 1%. 

4. Vdi phu nurco thai 

- Trong 3 thang dau, thuoc CVKS de gay quai thai. 

- Trong 3 thang cuo'i, thuoc CVKS de gay cac ro'i loan 
d phoi lien quan den viec dong sdm ong dong mach cua 
bao thai trong td cung. Mat khac, do lam giam PGE 
va F, thuoc CVKS co the keo dai thdi gian chda va 
lam cham chuyen da vi PGE va F lam tang co bop td 
cung. Tritdc khi de vai gid, sd tong hdp cac PG nay 
tang rat manh. 
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5. Moi thuoc CVKS deu co kha nSng gay cdn hen gia 

(pseudo- asthme) va ty le nhting ngudi hen khong chiu thuoc la 
cao vi co the la thuoc CVKS tic che cyclooxygenase nen lam 
tang cac chat chuyen hoa theo dtidng lipooxygenase (tang 
leucotrien- xem hinh 6). 

6. Gay huyet khoi tic mach. 

Nhom thuoc tic che tiu tien COX-2 (cac coxib) do lam giam 
tao thanh PGI 2 cua te bao noi mac mach manh hdn lam giam 
TXA 2 cua tieu ctiu rat nhieu nen lam tang nguy cd huyet khoi 
tic mach (xem muc 4 trang 49). 


Tl/ONG TAC THUOC 


Noi chung, thuoc CVKS ft co ttidng tac trtic tiep vdi thuoc 
khac. Phan ldn la gian tiep vi cac thuoc CVKS gan rat nhieu vao 
protein huyet tUdng nen co sti tranh chap khi dung nhieu thuoc 
phoi hdp. 

1. Ttidng tac giura cac thuoc chong viem khong steroid 

Nguyen tic chung la khong dung cac thuoc CVKS vdi nhau 
vi se lam tang nguy cd tac dung phu do chung gin tranh chap 
vao protein huyet ttidng. Aspirin gin manh nhat. Cac thuoc bi 
day khoi protein huyet ttidng se thai qua than dtidi dang tti do, 
de gay tai bien. 

2. Ttidng tac giura thuoc chong viem khong steroid vdi 
thuoc khac 

Thtidng la ttidng tac dtidc dong hoc. It gap tai bien nang vi 
pham vi an toan cua cac CVKS ttidng doi rong. Khi phai dung 
vdi thuoc khac, can hieu chinh lieu. 
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- Thuoc chong dong mau, nhat la loai khang vitamin K, 
deu gin nhieu vao protein huyet tddng. Can ngting 
thuoic hoac giam lieu. 

- Thuoc chong dai thao dating loai sulfonylure (nhti 
glibenclamid va tolbutamid): dung cung aspirin va 
pyrazol co the bi ha diidng huyet. Nen dung vdi thuoc 
CVKS khac. 

- Thuoic chong tang^ huyet ap: thuoic CVKS gay co mach 
than do tic che tong hop PG, lam giam tac dung cua 
thuoc giam ap (nhil thuoc ldi nieu va chen P). Can tang 
lieu thuoic giam ap. 

- Thuoic chong co giat se tang tac dung, can giam lieu. 

- Methotrexat va cac thuoc chong ung thu deu co pham vi 
dieu tri hep. Cac thuoic CVKS lam tang nong do dang til 
do cua thuoc chong ung thti, tang doc tmh. 

- Thuoc tranh thai uong lam tang thai trti thuoc CVKS, 
nhat la acid acetylsalicylic. 

CHi D!NH 

1. Giam dau va ha sot thong thudng: paracetamol. 

2. Cac benh thap cap va man tmh 

Vi ty le doc tmh tieu hoa/ hieu qua chonjj viem giong nhau 
cho moi loai thuoic CVKS, cho nen tieu chuan chon thuoic can 
dtia tren: 

• Dap ting cua tting ngtidi benh. 

• Sti thuan tien trong sti dung. 

• Tac dung nhanh. 

• Re tien. 
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Tac dung nhanh. 

Re tien. 

Thf du: 

— Viem da khdp dang thap: propionic, diclofenac (Voltaren). 

— Viem khdp man tinh cua ngtfdi tre: aspirin. 

- Viem cting khdp: indometacin. 

— Thoai hoa khdp: loai co tac dung giam dau vdi lieu thap,- 
va khi tang lieu se dat dtidc tac dung chong viem: 
aspirin, propionic. Hoac mot thuoc giam dau ddn thuan 
paracetamol. 

NGUYEN TAC CHUNG KHI sCf DUNG THUOC 
CHONG Vl£M KHONG STEROID 

- Uong trong hoac sau btia an de tranh kich ting da day. 

- Khong chi dinh cho benh nhan co tien sti loet da day. 
Trong trtidng hdp that can thiet, phai dung cung vdi cac 
chat bao ve niem mac da day. 

Thuoc CVKS gay loet da day do iCc che tong h(Jp PGE 2 , 
PGI 2 d niem mac da day. Cac PG nay co vai tro tic che 
bai tiet HCl, va kich thich bai tiet dich nhay cung 
bicarbonat d da day, vi the co tac dung bao ve niem mac 
da day. Hien da tong hap diiOc mot loai titctng ttf PGE, la 
misoprostol (Cytotec), ttic 15- deoxy- 16 hydroxy- 16 
metyl- PG E, co tac dung chong loet da day titctng tit 
thuoc khang H 2 . Dae biet ditdc dung cho nhting ngitdi 
phai dieu tri keo dai bang thuoc CVKS. 

Tac dung phu: tieu chay (30%), dau quan bung, say thai. 


Lieu ItfOng: Vien 200 pgx 4 Ian / ngay. 

Dang nghien cvtu tong hop thuoc tiiOng tit PGE 2 
(Arboprostol , Enprostil, Trimoprostil). 

- Thuoc lie che chon loc COX • 2 tuy co lam giam dtfdc ty 
le chay mau tieu hoa nhiing nguy cd tim mach lai cao 
(nhoi mau, dot quy). 

- Khong dung cho ngitdi co nguy cd tim mach (cao huyet 
ap, tang cholesterol mau, co tien sd nhoi mau). Thuoc 
ditdc chon trong tritdng hdp nay la naproxen. 

- Chi dinh than trong doi vdi benh nhan viem than, suy 
gan, co cd dia di Cfng, cao huyet ap. 

- Khi dieu tri keo dai, can kiem tra dinh ky (2 tuan mot lan) 
cong thtic mau, chdc nang than. De benh nhan de tuan 
thu, nen chon loai co thdi gian ban thai dai vi chi can uong 
1- 2 lan/ngay, nhu piroxicam, naproxen, sulindac... 

- Neu dung lieu cao de tan cong, chi nen keo dai 5- 7 
ngay. Nhanh chong tim dude lieu thap nhat co tac dung 
dieu tri de tranh dtfdc tai bien. 

Chu y khi dung phoi hdp thuoc: khong dung phoi hdp cac 
thuoc CVKS vdi nhau vi lam tang doc tinh cua nhau. 
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THUOC GIAM DAU HO TR0 


Mot so" thuoc co tac dung giam dau nhting khong co tac 
dung chong viem, trtidc day dtidc xep vao loai thuoc giam dau 
ddn thuan, do la floctafenin (Idarac), noramidopyrin (Novalgine, 
Visceralgine forte) va nefopam (Acupan). 

Cd che tac dung cua cac thuoc nay chtia hoan toan biet ro. 
Hien thay co nhieu tac dung khong mong muon nen nhieu nUdc 
da khong con dung ntia: 

Floctafenin thuoc nhom fenin, dl gay phan ting qua min 
rat nang loai phan ting phan ve. 

Noramidopyrin, la din xuat cua pyrazol, gay giam bach clu 
hat khong phu thuoc vao lieu dung, co the din den tti vong. 

Nefopam chi dung cho giam dau cap, co nhieu tac dung phu 
ve than kinh, tam than. 

Vi vay, trong thuc hanh lam sang, khong con thuoc giam 
dau goi la ddn thuan ntia. Cac thuoc dUdc mo ta trong nhom nay 
dildc goi la thuoc giam dau ho trd (analgesic adjuvants, co- 
antalgiques), co tac dung hiep dong, lam tang tac dung giam 
dau cua opioid va cac thuoc CVKS. Tuy nhien, cac thuoc nay lai 
to ra co tac dung tot, co the la hdn ca hai nhom thuoc tren doi 
vdi dau do nguyen nhan than kinh. 

1. Thuoc chong tram cam 

Co tac dung doi vdi dau tritdng dien, lanh tfnh lien quan 
den benh ly than kinh. Tac dung giam dau khong phu thuoc vao 
tac dung chong tram cam, nhin chung, lieu giam dau thtfdng 
thap hdn. Nhting thuoc co tac dung tic che tai thu hoi ca 
serotonin va noradrenalin nhit amitriptylin, doxepin thi co tac 
dung giam dau manh hdn nhting thuoc chi tic che thu hoi 
serotonin nhti fluoxetin. 
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Cd che tac dung: Cac thuoc chong tr£m cam co tac dung 
giam dau rieng: tic che tai thu hoi cac monoamin dUdc giai 
phong bdi cac dUdng tic che ly tam (dUdng di xuong) hanh nao- 
tuy song cua sU dan truyen cam giac dau tai tuy song. Ngoai ra 
co the con co cd che khac ntia. Tac dung giam dau xuat hien 
muon, 15 ngay sau uong lieu dau, tac dung tdi da vao gifla tuan 
thti 4 va thti 6. Tang lieu dan tting 10- 25 mg, each 2- 4 ngay. 

Tac dung khong mong muon: Thuoc co tac dung tot la thuoc 
chong tram cam loai ba vong dan xuat cua imipramin (Tofranil), 
amitriptylin (Laroxyl), clomipramin (Anafranil). Cac thuoc nay 
co bat ldi la gay cac trieu chting huy pho giao cam (khang 
cholinergic) nhu tao bon, kho mieng, tieu tien kho, tham chi bi 
dai, roi loan dieu tiet thi giac (chi nhin dude xa). Khi dung cung 
morphin, nhat la d ngitdi cao tuoi, de bi ngu ga, tut huyet ap, vi 
vay nen bdt dau tti lieu nho, tang dan. 

Cac thuoc chi tic che tai thu hoi serotonin nhu fluoxetin 
(Prozac) thi de dung nap hdn nhUng hieu qua giam dau lai kem 
hdn loai ba vong. 

Mot so che pham va lieu dung: 

• Amitriptylin (Elavil, Laroxyl) 

NgUdi tren 65 tuoi uong 10 mg/ngay. NgUdi tre hdn uong 
25 mg/ngay. Co the tang tdi 50 mg/ngay (lieu chong tram 
cam la 100- 150 mg/ngay). Vien nen 10 mg va 25 mg. 

• Imipramin (Tofranil) 

Vien 25 mg. Bat dau tti lieu thap. Lieu toi da tdi 150 mg/ngay. 
Chi edn uong 1 lan moi ngay. 

• Fluoxetin (Prozac) 

Vien nang 20 mg. Lieu tdi da 80 mg/ngay. Uong moi ngay 
1 lan. 
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2. Thuoc chong dong kinh 

- Phenytoin (Di-Hydan), carbamazepin (Tegretol) va 
valproat (Depakine) co tac dung giam dau tot trong 
benh than kinh do dai thao dtfdng, dau day than kinh 
tam thoa, dtf phong cdn dau niia ddu (migraine), dau 
sau zona. Tac dung giam dau it nhat cung bang thuoc 
chong tram cam. 

— Cd che tac dung: trong cac chting dau do nguyen nhan 
than kinh, co hien ttfdng phong dien tu phat doc theo cac 
sdi than kinh bi ton thtfdng. Cac thuoc chong dong kinh 
do phong toa dvfdc chute nang cua kenh Na + nen da ngan 
ditdc sU phong dien tu phat nay. 

- Tac dung khong mong muon: thtfdng rat khac nhau: 
Valproat natri (Depakine) dtfdc dung nap tot. 
Carbamazepin (Tegretol): roi loan tieu hoa (buon non, 
non), roi loan ve mau (giam bach cau, giam tieu cau, 
thieu mau suy tuy), roi loan than kinh (chong mat, nhtic 
dau, met moi, nhin doi). 

Phenjd:oin: viem ldi qua san, thieu mau hong cau to (do 
thieu acid folic), met moi, nhiidc cd. Tac dung giam dau 
do th&n kinh khong dtfdc Pa dung nhit carbamazepin. 

- Che pham va lieu dung: 


Ten chung 

Ten thi/dng mai 

Lieu khcri dau 

Lieu toi da 24 gid 

Carbamazepin 

Tegretol 

200 mg 

1600 mg 

Clonazepam 

Rivotril 

0,5 mg 

6 mg 

Phenytoin 

Di- Hydan 

300 mg 

600 mg 

Valproat natri 

Depakine 

400 mg 

2500 mg 


Trong triidng hdp mot thuoc khong co hieu qua, co the thay 
bang thuoc khac. Bat dau tit lieu thap, tang dan de tranh tac 
dung khong mong muon cua thuoc, nhat la d ngUdi co tuoi. 
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SUTDMNG THUtfe GIAM DAU 


Dau la mot cam giac chu quan, phu thuoc rat nhieu vao 
trang thai than kinh tam than cua tu!ng nghdi. Cac thuoc giam 
dau co hai nhom 16n: thuoc giam dau loai opioid (nhom thuoc 
phien) va thuoc giam dau khong phai loai opioid. 

Thuoc loai opioid la loai giam dau manh, nhung chi vai lan 
dung la co the gay nghien, vi vay phai het she can nhSc. Loai 
khong phai opioid thhdng co tac dung khong mong muon la chay 
mau dhdng tieu hoa cho nen xu hh6ng hien nay la nghien chu 
san xuat cac thuoc he che hu tien enzym COX-2, tuy nhien cac 
tai bien ve tieu hoa, than, van con, khi dung keo dai can theo 
doi; tai bien tim mach lai gia tang. 

Do aspirin he che manh nitric oxyd synthetase nen lam 
giam nitric oxyd (NO) noi sinh, vi vay nhieu tac gia dang nghien 
chu tong hdp cac thuoc CVKS co chha nitric oxyd nhh 
nitroxybutyl ester va nitrosothiol- CVKS. NO la chat trung gian 
noi sinh co chhc phan bao ve niem mac va tiet chat nhay cua da 
day. Cac thuoc CVKS giai phong NO co the la giai phap tot cho 
phong tai bien tieu hoa do thuoc CVKS. 

Vi vay, chien lhdc dieu tri dau noi chung can tuan thu mot 
so nguyen tac sau: 

1. Chon thuoc 

Phu thuoc vao ban chat cua dau va chdng do cua dau. 

V6i dau do ung thh, To chhc Y te The gihi (1986) da khuyen 
cao uong thuoc theo bac thang giam dau (analgesic ladder). 

Bac 1: Thuoc giam dau khong opioid: paracetamol, CVKS 

dung cho den lieu dieu tri toi da. 
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Bac 2: Dung phoi hop them voi 

codein, oxycodon. Hoac thuoc giam dau ho trd: thuoc chong 
tram cam, thuoc chong dong kinh. 

Bac 3: Thuoc giam dau loai opioid "manh" hdn: morphin, 
hydromorphon, methadon... de thay cho opioid ”yeu" trong 
khi vln tiep tuc dung thuoc CVKS. 


Bang 9. Sir dung cac thuoc thich hop cho tC/ng loai dau 


Loai dau 

Thuoc giam dau 

NhOc dau 

Paracetamol- Aspirin 

Bong gan 

Paracetamol- Aspirin 

Dau sau nho rang 

CVKS- Paracetamol + codein 

Dau than kinh toa nhe 

Paracetamol + codein/ dextropropoxyphen* 

Dau than kinh toa nang 

Dihydrocodein/ buprenorphin 

Dau sau mo tir trung binh 

Dihydrocodein/ buprenorphin + CVKS 

den nang 

Morphin 

Nhoi mau c a tim cap 

Morphin + Diamorphin 

Dau kinh nguyet 

Acid mefenamic 

Dau xi/ong do di can ung thu 

Opioid + CVKS 

Dau day than kinh tam thoa 

Carbamazepin, chong tram cam 

Benh than kinh do dai thao dudng 

Carbamazepin, chong tram cam 

Dau do Herpes 

Chong tram cam 

Migraine 

Cap tinh: 

Aspirin/ paracetamol + metoclopramid 
Ergotamin 

Du phong: 

Pizotifen 

Dau nhieu co do benh thap 

Corticoid 


* Dextropropoxyphen da b| rut khoi thi tnfdng Phap, Anh, New Zealand,... tu 1011. 
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Dox vdi dau do cac nguyen nhan khac tien trien d&n dan 
cung nen sii dung "bac thang" giam dau nay: dau nhe dung bac 
1; dau manh hdn dung bac 2; khi dau trd nen rat manh thi dung 
b&c 3. Tuy nhien, khi dau manh cap tlnh co nguyen nhan ro 
rang nhtf g4y xiidng, sau mo, soi than... thi phai dung ngay cac 
thuoc giam dau manh loai morphin de tranh sob va cac anh 
hUdng xau cua dau den tien trien cua benh. Cac dau cap tlnh 
loai nay chi dung thuoc vai lan nen khong dang ngai hau qua 
gay nghien cua thuoc. 

Thuoc dung dieu tri trieu chijfng dau 

(Che pham va lieu lUdng xin xem phan "Cac che pham 
thuoc"). 

(1) . CVKS: cho dau nhe va trung binh 
Aspirin 

Paracetamol 
Cac CVKS khac 

(2) . Thuoc phoi hop opioid + CVKS: cho dau nhe va trung binh 

Codein + Paracetamol 
Codein + Aspirin 
Dihydrocodein + paracetamol 
Dextropropoxyphen + paracetamol 

(3) . Cac opioid 

- Cho dau nhe va trung binh 
Buprenorphin 
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Codein 

Dextropropoxyphen 

Dihydrocodein 

Tramadol 

- Cho dau nang 
Buprenorphin 
Diamorphin 
Methadon 
Morphin 
Pethidin 

Cac opioid con dildc chia thanh ba loai theo cd che (bang 10): 

- Loai chu v£in thu&n tuy (agonistes purs): khong co hieu 
qua tr&n (tac dung tang theo lieu) va khong lam giam 
hieu qua cua nhau khi dung dong thdi. 

- Loai chu van mot phan (agonistes partiels). 

— Loai vtia chu van vita doi khang. 

Hai loai sau co hieu qua tran (nghla la hieu qua tang den 
mot lieu nhat dinh thi difng, neu tang lieu, hieu qua khong tang 
them) va lam giam hieu qua cua loai chu van thuan tuy khi cho 
phbi hdp. 

Theo tac dung giam dau, con phan biet opioid manh va 
opioid yeu. 
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Bang 10. Phan loai cac opioid theo co che 



Chu van thuan tuy 

Chu van mot phan 

Chu van • Doi khang 


Morphin 

Buprenorphin 

Pentazocin 


Dextromoramid 


Nalbuphin 

Opioid 

Methadon 



manh 

Pethidin 

Fentanyl 

Hydromorphon 



Opioid 

Codein 



yeu 

Dextropropoxyphen 




2. Toi uu hoa dudng dung thuoc 

• Cach dung thong thii'dng nhat la uong. 

Tuy nhien, dtfdng dung toi Uu cho cac thuoc giam dau phu 
thuoc ban chat va mUc do cua dau, nguyen nhan va benh ly 
cua dau. 

Tren benh nhan co dau do ung thu tien trien hoac sau phau 
thuat ldn thi dudng uong trd nen kem hieu qua. Do la do 
nhieu thuoc loai opioid bi chuyen hoa cao khi qua gan lan 
thU nhat nen sinh kha dung thap va rat thay doi theo tUng 
ca the, nong do trong mau dao dong nhieu, kho xac dinh 
lieu lUdng va so' lan dung toi thieu can thiet. Hien dang 
khdc phuc bdng cac che pham morphin giai phong cham 
theo dudng uong, hoac tong hdp cac thuoc it bi chuyen hoa d 
gan, co thdi gian ban thai dai nhu methadon. 

Vdi cac thuoc CVKS, sinh kha dung theo dudng uong khong 
co trd ngai gi, nong do toi da trong mau thUdng dat dUdc 
sau 1- 2 gid. 
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• Theo ditdng tiem bdp: thudng dung cho thuoc loai opioid, 
nong do toi da trong mau dat dude sau 30- 60 phut. Nong do 
co tac dung giam dau dao dong trong vong 3- 4 gid, do do 
cung gay nhieu b&'t ldi, can cai tien. 

• Ky thuat truyen tlnh mach lien tuc, duy tri dude nong do 
thuoc toi thieu on dinh (Stapleton, 1979), co the lam giam 
dau vai ngay cho benh nhan sau mo. Sau nay dUdc dung ca 
cho benh nhan co dau man tfnh do ung thu (Portenoy, 
1986). Vdi ky thuat truyen, thudng dung opioid loai co thdi 
gian ban thai ngSn (morphin) hdn la loai co t/2 dai 
(methadon) vi de chuan do nong do trong mau hdn thdi gian 
ban thai. White (1988) dung ky thuat giam dau do benh 
nhan tu kiem tra (patient controlled analgesia- PCA) nhd 
vao mot bdm thuoc da dutdc chUdng trinh hoa ca lieu va 
khoang each giiia cac lieu bang bo vi xii ly. Cac thuoc 
thudng dung la: 


Ten thuoc 

Lieu gicri han 

Lieu truyen cd 
ban 

PCA 

Thdi gian 
ngit 

Morphin 0,1% 

3-10 mg 

0,5-1,5 mg/ gid 

0,5 -1,5 mg 

6- 8 phut 

Pethidin 1% 

15- 50 mg 

5 - 40 mg 1 gid 

10- 20 mg 

6- 8 phut 

Fentanyl 0,1% 

30-100 meg 

10- 20 meg/gid 

10- 20 meg 

5- 6 phut 

Tramadol 

100 mg 

12 mg/ gid 

10- 20 meg 

5- 6 phut 


• Tiem thuoc ngoai mang cting: tU giiia thap ky 70 cua the ky 
trUdc, khi phat hien co cac receptor opioid d sUng sau tuy 
song, nhieu tac gia da tiem morphin vao ngoai mang cOng, 
thuoc khueich tan vao dich nao tuy, phat huy tac dung vdi 
lieu toi thieu ma khong gay tac dung toan than. 

Tiem morphin ngoai mang ciing mot lieu 5-10 mg, tac 
dung giam dau rat tot sau mo duy tri dUdc 12- 24 gid. Vdi 
cac opioid de tan hdn trong lipid (meperidin, fentanyl, 
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sufentanyl, methadon) thi khdi phat giam dau nhanh hdn 
nhdng thdi gian tac dung lai ngSn hdn. 

Tan suat tai bien tic che ho h4p nang la khoang 1: 1000. 

3. Ca the hoa lieu lUOng thuoc dung 

Dae diem chung cua viec sti dung opioid de giam dau la sti 
thay doi rat ldn cua cac lieu co tac dung giam dau toi du gitia 
cac ca the. Mot mat la do sd khac nhau ve dddc dong hoc td 30% 
den 50% gida benh nhan nay vdi benh nhan khac; mat khac la 
do sd khac biet con ldn hdn ve dap dng dddc ldc hoc vdi thuoc. 

Sau day chung toi chi xin neu ra mot so" each dung de doc 
gia tham khao. 

Trong dau cap 

Phu thuoc vao eddng do dau: sau mo, do chan thddng, nhoi 
mau cd tim, edn soi than... Neu phai dung morphin, nen tiem 
tlnh mach va can chuan lieu: 0,03 mg/kg each nhau tdng 10 
phut cho den khi dat dddc giam dau ma khong co bieu hien dc 
che ho hap. Lieu dau thddng la 5- 10 mg, sau do, each 3- 4 gid 
lai tiem nhic lai theo dddng tlnh mach hoac dddi da. Can giam 
sat mach- huyet ap, mdc do tinh tao, tan so ho hap, mdc do 
giam dau trdefe m6i l^n tiem. Neu co dau hieu yen diu manh 
ho^c nhip thd < 9 nhip/phut, can cho thd oxy va tiem naloxon 
0,4 mg (nda ong) vao tinh mach. 

Xin nhd rdng dddng tiem tlnh mach an toan hdn dddng tiem 
bSp vi kho lddng trddc dddc sd hap thu theo dddng tiem bap: 
khi tiem tlnh mach lieu 2,5- 5 mg, tac dung toi da cung nhd tac 
dung phu dc che ho hap xuat hien sau khoang 15 phut; trong 
khi tiem bap, tac dung toi da chi thay sau 30- 40 phut. 

Trong dau man tinh do ung thu 

Khi da phai dung den morphin, lieu dau tien la uong, 60 
mg/ngay chia lam 6 lan uong vdi loai giai phong ngay, hoac 2 lan 
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v6i loai giai phong cham. Trong tracing hdp lieu chua du, cho them 
tiifng lieu 10 mg loai giai phong ngay. Lieu horn sau b&ng tong lieu 
da dung cho ngay dau chia lam 6 hay 2 lan dung tuy theo loai 
thuoc giai phong nhanh hay ch4m. Neil vln khong du, co the tang 
lieu tdi 50% cho den khi dat dude giam dau ma khong gay anh 
hvfdng xau tdi ho hap va sU tinh tao. Morphin khong co "lieu tran", 
co benh nhan da dung den 1000 mg hoac hdn trong ngay! 

Ngoai ra, trong qua trinh dieu tri bang lieu cd sd, doi khi 
van xay ra nhutng cdn dau kich phat, can dieu tri bang cac lieu 
diem, lieu xen ke de ngan ngrfa cdn dau ma khong can tang lieu 
cd sd: cho morphin dang tac dung ngay v6i lieu bang 10% lieu 
hang ngay. Thdi gian giiia hai lieu xen ke khong qua ngan, it 
nhat cung tren 1 gid. Neu phai dung qua 4 lieu xen ke trong 1 
ngay thi phai tang lieu cd sd. 

Trong khi dung thuoc, luon chu y theo ddi va can nhac giiia 
ldi ich va nguy cd. Hai trUdng hdp co the gap la tac dung giam 
dau kem hieu qua mac dau da tang lieu (hien tUdng quen thuoc) 
va xuat hien tac dung khong mong muon nang. Thay thuoic co 
the can nhac de thay the thuoc: hydromorphon hoac fentanyl 
dang cao dan. 


Trong dau man tinh khong phai do ung thit 

Cac loai dau nay thudng la dau xUdng kh6p, dau do than 
kinh va da lieu. Trong mot so" trUdng hdp nang, co the svi dung 
opioid lieu thap, keo dai co the co hieu qua cai thien dude chat 
lufdng cuoc song. Theo "Khuyen cao Limoges" (1999) cua Hoi 
nghien ctitu dau trong benh thap (Phap) thi lieu dau tien la 10- 
30 mg morphin sulfat loai giai phong cham, uong 2 lan/ngay vao 
gid co' dinh. Neu can dieu chinh lieu thi m6i lan tang nhieu nhat 
la 50% lieu hang ngay. Giam sat de danh gia hieu qua va tac 
dung khong mong muon de xac dinh lieu tdi Uu. Co the bo sung 
bdng thuoc giam dau paracetamol hoac morphin loai tac dung 
ngay neu co nhflng cdn dau manh. 
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THIltfC CHtfNG VllM STEROID 

(Glucocorticoid) 


Corticoid la hormon vo thitdng than, xuat phat tut chut 
(adrenal) cortex. Do cong thutc hoa hoc co nhan sterol nen con 
goi la corticosteroid. Do la ten chung cho cac hormon cua vo 
thitdng than. 

Ve mat chute nang, vo thitdng than ditdc chia thanh hai vung: 

- Vung ngodi hay vung cuon, bai tiet hormon dieu hoa 
thang bang dien giai (mineralocorticoid), dai dien la 
aldosteron, chiu sU dieu khien chinh cua angiotesin II va 
nong dp K + ngoai te bao. 

— Vung trong hay vung bo- litdi, bai tiet hormon dieu hoa 
chuyen hoa glucose (glucocorticoid) la cortisol 
(hydrocortison) va androgen, chiu sut dieu khien cua 
ACTH tuyen yen. 

Trong phan nay chi noi ve glucocorticoid (cortisol). Trong 
thUc hanh ngiidi ta thUdng si) dung lan Ion cac tut glucocorticoid, 
corticoid, steroid de chi cortisol va cac dan xuat. 


Ludng cortisol dUdc san xuat hang ngay d ngtfdi la 10 mg/ngay 
(Esteban va cong sut, 1991), theo chu ky sinh hoc, nong dp cao 
nhat trong huyet tUdng la 8 gid sang va thap nhat la 4 gid chieu. 



Cortisol 

Aldosteron 

- Lupng bai tiet trong dieu kien toi uu 

10 mg/ngay 

0,125 mg/ngay 

- Nong dp huyet tirong 



8 gid sang 

16 pg/100 ml 

0,01 pg/ 100ml 

4 gid chieu 

4 pg/100 ml 

0,01 pg/100 ml 
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1. Tac dung sinh ly 


Cac tac dung sinh ly la cac tac dung tiidng dUdng vdi lildng 
hormon ditdc thtfdng than bai tiet hang ngay. Trcng dieu tri, phai 
dung lieu cao hdn rat nhieu lan mdi co tac dung dude ly, va vi the 
cung se la nguon goc cua cac tai bien khi phai dung keo dai. 

1.1. Tren chuyen hoa ducfng 

Glucocorticoid ki'ch thich gan tao glucose tit cac acid amin 
va glycerol, kich thich du tni glucose dudi dang glycogen. O cac 
mo ngoai bien, glucocorticoid lam giam sd dung glucose, tang 
giang hoa protein va phan huy md de cung cap acid amin va 
glycerol cho viec tan tao glucose d gan. Ket qua la lam tang 
glucose raau, bao ve cho cac mo ma nang litdng phu thuoc vao 
glucose (nao, tim). 

Trong dieu tri, glucocorticoid co the gay ra hoac lam nang 
them benh dai thao ditdng. 

1.2. Tren chuyen hoa protid 

Glucocorticoid lam giam nhap acid amin vao trong te bao, 
tang acid amin tuan hoan, dan den teo cd, thang bang nitd am. 
Do tang di hoa protid, nhieu mo bi anh hildng: mo lien ket kern 
ben vutng (gay nhdng vach ran dadi da), mo lympho bi teo 
(tuyen hung, lach, hach lympho), xitdng bi thua do lam teo cac 
tham mo lien ket, ndi ldng dong cac chat vo cd de tao nen khung 
xitdng (do do xUdng dai de bi gay, dot song bi lun, hoai tu vo 
khuan co xitdng dui). 

1.3. Tren chuyen hoa lipid 

Glucocorticoid vita co tac dung huy lipid trong cac te bao 
md, lam tang acid beo tit do; vita co tac dung phan bo" lai lipid 
trong cd the, lam md dong nhieu d mat (khuon mat mat trang), 
d co va nita than tren (nhit dang Cushing), trong khi cac chi va 
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ntia than dtidi thi teo lai. Co gia thiet giai thfch ding te bao md 
cua niia than tren dap ting chu yeu vdi tang insulin do 
glucocorticoid gay tang dudng huyet, trong khi cac te bao md d 
cac chi va than dtfdi lai kem nhay cam vdi insulin va dap ting 
vdi tac dung cua cac hormon huy lipid khac. 

1.4. Tren chuyen hoa nude va dien giai 

Tac dung theo kieu aldosteron, nhting yeu hdn rat nhieu: 

- Na + : lam tang tai hap thu Na + va ntidc tai ong than, dl 
gay phu va tang huyet ap. 

K + : lam tang thai K + (va ca H + ), de gay nhiem base mau 
giam K + (va ca nhiem base mau giam Cl"). 

- Ca 2+ : lam tang thai Ca 2+ qua than, giam hap thu 
Ca 2+ d ruot do doi khang vdi vitamin D. Khuynh hudng 
lam giam Ca 2+ mau nay dan tdi ctidng can giap trang 
phan ting de keo Ca 2+ tti xitdng ra, cang lam xutdng bi 
thtia, lam tre em cham ldn. 

- Ntidc: nitdc thtidng di theo cac ion. Khi phu do 
aldosteron tang thi glucocorticoid gay dai nhieu (nhti 
trong xd gan) vi no doi khang vdi aldosteron tai than. 

1.5. Tren cac co/quan, mo 

- Kich thi'ch than kinh trung tidng, gay lac quan (co the la 
do cai thien nhanh dtidc tinh trang benh ly). Ve sau lam 
btit rtit, bon chon, lo au, kho ngu (co the la do roi loan 
trao doi ion Na + , K + trong dich nao tuy). Gay them an do 
tac dung tren vung dtidi doi. 

- Lam tang dong mau, tang so' ltfdng hong cdu, bach cau, 
tieu cau, nhting lam giam so ltidng te bao lympho do huy 
cac cd quan lympho. 

- Tren ong tieu hoa: glucocorticoid vtia cd tac dung gian 
tiep, vtia cd tac dung trtic tiep lam tang tiet dich vi acid 
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va pepsin, lam giam san xuat chat nhay, giam tong hdp 
prostaglandin Ej, E 2 co vai tro trong viec bao ve niem 
mac da day. Vi vay, corticoid co the gay viem loet da 
day. Tai bien nay thddng gap khi dung thuoc keo dai 
hoac dung lieu cao. 

- Do dc che cau tao nguyen bao sdi, dc che cac mo hat, 
glucocorticoid lam cham len seo cac vet thddng. 

2. Cac tac dung difdc dung trong dieu trj 

Ba tac dung chinh dddc dung trong dieu tri la chong viem, 
chong di dng va dc che mien dich. Tuy nhien, cac tac dung nay 
chi dat ditdc khi nong do cortisol trong mau cao hdn nong do 
sinh ly, do la nguyen nhan de dan den cac tai bien trong dieu 
trj. Vi vay, trong trddng hdp co the, nen dung thuoc tai cho de 
tranh tac dung toan than va nang cao hieu qua dieu tri den toi 
da. Cd che tac dung cua glucocorticoid rat phdc tap vi co nhieu 
tac dung tren mot te bao dich, va lai co nhieu te bao dich. 

2.1. Tac dung chong viem 

Glucocorticoid la thuoc chong viem manh nhat va thddng 
dvfdc dung nhat trong cac benh viem cap va man tinh nhd hen, 
viem mui di dng, thap khdp, lupus ban do. 

Thuoc tac dung tren nhieu giai doan khac nhau cua qua 
trinh viem do bat cd nguyen nhan gi (cd hoc, hoa hoc, nhiem 
khuan, bdc xa...), vi vay ngan can difdc cac bieu hien lam sang 
cua viem nhd sot, tay do, sdng, dau. 

o, 

0 giai doan sdm cua viem: glucocorticoid dc che cac yeu to 
hoa dng dong va cac cytokin thuc ddy viem nhd interleukin- 1 
(IL- 1); interleukin- 6 (IL- 6), TNF a (yeu to" hoai td u a)va 
interleukin- 8 (IL- 8), do do lam giam luong dai thvfc bao va 
bach cau hat keo den o viem. Hdn nda, glucocorticoid con lam 
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giam tiet cac chat van mach nhit serotonin, histamin va do do 
doi khang vdi stf tang tfnh tham thanh mach. 

Glucocorticoid dc che phospholipase A 2 , lam giam tong hdp 
va giai phong leucotrien, prostaglandin. Tac dung nay la gian 
tiep vi glucocorticoid lam tang san xuat lipocortin, la protein co 
mat trong te bao, co tac dung dc che phospholipase A 2 . Khi 
phospholipase A 2 bi dc che, phospholipid khong chuyen dude 
thanh acid arachidonic. 

Dieu do giai thich tac dung chong viem cua glucocorticoid 
manh hdn tac dung chong viem cua cac thuoc CVKS vi cac 
thuoc nay chi dc che dvtdc sinh tong hdp PG ma thoi. 

Glucocorticoid tac dung ngay ca d giai doan dang viem: dc 
che manh nitric oxyd (NO) synthetase, lam giam san xuat gee 
td do NO trong dai thUc bao. Thuoc con dc che san xuat cac 
protease trung tinh nhtf collagenase, elastase. 

Phospholipid mang GLUCOCORTICOID 



4 — Phospholipase Aj ^- : - Lipocortin 


Acid arachidonic 



Leucotrien Prostaglandin 

(Co phe quan. tang tinh (Cac phan itng viem, dau) 
tham thanh mach) 


Hinh 9. Sd do vi tri tac dung cua glucocorticoid va thuoc chong 
viem khong steroid trong tong hop cac prostaglandin 
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2.2. Tac dung chdng di ting 


Cac phan ling di ling xay ra do sU gin cua cac IgE hoat hoa 
tren cac receptor dac hieu d dtfdng bao (mastocyte) va bach cau 
aa base diidi tac dung cua di nguyen. Su gin do hoat hoa 
phospholipase C, chat nay tach phosphatidyl- inositol diphosphat 
d mang te bao thanh diacyl- glycerol va inositol triphosphat. Hai 
chat nay dong vai tro "ngiidi truyen tin thii hai", lam cac hat d 
bao tiidng cua te bao giai phong cac chat trung gian hoa hoc cua 
phan ting di ting: histamin, serotonin... (hinh 10). 

Bing each Ctc che phospholipase C, glucocorticoid da phong 
toa sii giai phong trung gian hoa hoc cua phan ting di ting. Nhii 
vay, IgE gin tren dvtdng bao nhiing khong hoat hoa ditdc nhting 
te bao do. Glucocorticoid la nhting chat chong di ting manh. 


Phosphatidyl- inositol 
diphosphat 



KN + KT 

(+) GLUCOCORTICOID 

” (-) 
Phospholipase C 4 - 


Diacyl glycerol Inositol triphosphat 



Hat dif trCif 

' 1 

Histamin 

Serotonin 


KN: Khang nguyen 
KT: Khang the 


Hinh 10. So do tac dung chdng dj ling cua glucocorticoid 
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2.3. Tac dung ut che mien djch 

Glucocorticoid tac dung chu yeu tren mien dich te bao, it 
anh hUdng den miln dich the dich. Cd che cua tac dung do la: 

— Uc che tang sinh cac te bao lympho T do lam giam san 
xuat interleukin - 1 (tti dai thtic bao) va interleukin - 2 
(tti T 4 ). 

- Giam hoat tmh gay doc te bao cua cac lympho T (T 8 ) va 
cac te bao NK (natural killer: te bao diet tu nhien) do he 
che san xuat interleukin - 2 va interferon gamma. 

- Do tic che san xuat TNF (yeu to hoai tti u) va ca interferon, 
glucocorticoid lam suy giam hoat tmh diet khuan, gay doc 
te bao va nhan dang khang nguyen cua dai thtic bao. 

Mot so tac dung nay cung dong thdi la tac dung chong viem. 

Do tic che tang sinh, glucocorticoid co tac dung tot trong 
dieu tri benh bach cau lympho cap, benh Hodgkin. 

3. Doc tmh 

Co hai loai doc tfnh thtfdng gap trong dieu tri: mot loai doc 
tmh do dung thuoc vdi lieu cao hdn lieu tac dung sinh ly hoac 
dung lien tuc va mot loai xay ra do ngting thuoc. 

3.1. Doc tmh do dung lieu cao hoac dung lien tuc keo dai 

3.1.1. Roi loan nude va dien giai 

Kiem mau (nhilm base), ha kali, phu do giti natri nen giti 
ntidc, tang huyet ap. Can kiem tra dinh ky, cho che do an giam 
muoi, bo sung kali. Chon cac che pham khong giti natri nhieu 
(nhti Triamcinolon, Betamethason). 

3.1.2. Nhiim khuan 

Vi glucocorticoid co tac dung tic che mien dich nen lam giam 
stic de khang cua cd the, lam tang nguy cd nhiem khuan hoac 
lam boc 16 mot benh lao tiem tang. Vi the chi dung glucocorticoid 


95 


khi biet ch&c khong co nhilm khuan, hoac neu cdn, dung phoi 
hdp vdi khang sinh, khang nam thich hdp. 

3.1.3. Loet dudng tieu hoa, loet da day 

Glucocorticoid co the gay chay mau hoac lam thung o loet 
hien co hoac seo loet cu. Kha nang gay loet mdi cua glucocorticoid 
vin con la van de tranh luan. Chi dung glucocorticoid cho benh 
nhan khong co tien set hoac khong bi loet dUdng tieu hoa. 

3.1.4. Nhi/oc co va teo co 

ThUdng xay ra vdi cac cd gan goc chi. Dac biet, tren nhutng 
benh nhan cao tuoi, benh nhan hen hoac co benh phoi tdc nghen 
man tinh, thuoc lam nhude cd ho hap co the lam nang them suy 
ho hap. Th khi co cac che pham thuoc co tac dung keo dai nhu 
Depomedrol, Kenacort da gap tai bien teo cd dui, tham chi phai 
chong nang hoac ngoi xe lan. 

3.1.5. Thay doi hoat dong tarn than, tac phong 

Tinh trang kich dong, mat ngu, thay doi tarn trang, sang 
khoai... khong loai trd kha nang tren mot so" benh nhan, 
glucocorticoid co the lam boc 16 benh tarn than tiem an. 

3.1.6. Due thu j? tinh the 

La mot tai bien da difdc xac dinh do dung glucocorticoid lieu 
cao hoac keo dai. Nhieu khi giam lieu hoac nghng dieu tri, due 
thuy tinh the van tien trien. Vi vay, khi dung glucocorticoid keo 
dai vdi lieu ttfdng dvtdng vdi prednison 10- 15 mg/ngay thi rat 
edn kiem tra mdt dinh ky. 

3.1.7. Xop xi/ong 

La mdt tai bien thitdng gap d moi Ida tuoi khi dung 
glucocorticoid lieu cao hoac keo dai. Khoang 30- 50% benh nhan 
dieu tri bang glucocorticoid keo dai de dan den gay xildng tu 
phat do xop xildng, nhat la d co xitdng dui va cot song. 
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Glucocorticoid lam giam mat do xUdng theo nhieu cd che: tic che 
hormon sinh due, giam hap thu calci d ruot, tic che tao xUdng do 
tic che tac dong ctia tao cot bao (osteoblasts). Ngoai ra, do tic che 
htip thu calci tti ruot (do doi khang vdi vitamin D) dan den lam 
tang thti phat bai tiet hormon ctin giap trang (PTH), la hormoii 
gay tieu xUdng (huy dong calci tti xtidng vao mau). 

De ngan ngtia xop xtidng do glucocorticoid can phai: 

- Kiem tra do mat do xtidng nhat la d gai song va co xtidng 
dtii trong 6 thang dau va dinh ky. 

- Che do an 1500 mg calci/ngay cung vdi vitamin D 
400 Ul/ngay. 

- Neu khong co chong chi dinh, nen dung bien phap 
hormon thay the cho cac nhom benh nhan dac biet: 
estradiol cho phu nti tien man kinh hoac man kinh, 
testosteron cho nam khi co ha testosteron mau. 

- Hien nay, mot bien phap co nhieu thanh cong la dung 
biphosphonat: Alendronat uong 5- 10 mg/ngay; Hoac 
Etidronat (Difosfen, Didronel) vien nen 200 mg, uong 5- 20 
mg/kg/ngay trong 2 tuan. Uong theo chu ky co kiem tra. 

3.1.8. Hoai tCfxitong 

Cung la mot tai bien thtidng gap vdi glucocorticoid (Lane va 
Lukert, 1998). Do la loai hoai tti vo mach hoac vo khuan 
(avascular, aseptic necrosis). Thtidng bi d dau xtidng dtii. Dau 
va cting khdp thtidng la trieu chting sdm nhat. Hoai tti xtidng 
thtidng tien trien dan dan va nhieu benh nhan cudi cung da 
phai thay khdp. 

3.1.9. Cham Idn va cham phat then 

C) tre em, du dting vdi lieu thap cung cd the ddn den cham 
phat trien. Cd che chinh xac chtia that ro, nhting cd the dieu tri 
bting dung hormon tang trtidng. 
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Viec dung glucocorticoid cho me dang mang thai (nhu de 
kich thlch san xuat chat dien hoat - surfactant - cho thai nhi 
non thang) can dUdc danh gia lai mot each nghiem tuc. Cac 
nghien cUu tren dong v&t thUc nghiem da cho thay dung 
glucocorticoid truck: sinh deu co lien quan ro ret den khe hd vom 
mieng, roi loan phat trien ndron din den bit thUdng ve nhan 
each cho tre sau nay. 

3.2. Doc tinh do ngimg dieu trj 

Dang dieu tri bing glucocorticoid dai ngay, khi ngirng thuoc 
dot ngot co the lam benh bung phat lai, nhUng tai bien nang 
hdn ca la suy thUdng than cap do true ha khau nao- tuyen yen- 
thUdng than da bi dc che (Xem muc 6.1.1). Mdc do va do dai cua 
suy thUdng than sau dieu tri glucocorticoid phu thuoc vao tUng 
ca the nen kho xac dinh. Nhieu benh nhan phuc hoi suy thUdng 
than sau vai tuan, vai thang, tuy nhien co ngUdi phai tdi 1 nam 
hoac hdn. 

De lam giam nguy cd suy thUdng than cap do dung 
glucocorticoid, nhieu phac do sU dung thuoc da dude de xuat se 
dude trinh bay dudi day. Nhin chung, khi dung glucocorticoid 
qua 2 tuan, phai dUdc coi la co nguy cd. 

Ngoai hoi chting nang suy thUdng than cap do ngiing thuoc 
con co the gap: sot, dau cd, dau khdp, kho chiu (malaise) va mot 
hoi chdng It gap nhUng da thay la gia u nao (pseudotumor 
cerebri) gom tang ap luc noi so va phu gai mit. 

4. Dude dong hoc 
4.1. Hap thu 

Hydrocortison va cac che pham tong hdp cung loai deu uong 
dUdc. Cac ester tan trong nude cua cac thuoc tren dUdc dung 
theo dUdng tinh mach. Cac dang dich treo de tiem bdp, co tac 
dung keo dai. Khi lam thay doi nho trong cau true hoa hoc cua 
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thuoc da lam thay doi dude r&t ro ret toe do hap thu, thdi gian 
khdi phat tac dung va do dai tac dung cua cac che pham thuoc. 

Dung glucocorticoid tai cho keo dai nhtf tiem vao o kh6p, 
vao tui ket mac, boi ngoai da, hoac khl dung ditdng ho hap, 
thuoc van dtfdc hap thu vao mau va co the du gay ra hieu qua 
toan than, ke ca lie che true tuyen yen- thudng than. 

4.2. Phan bo, chuyen hoa vd thai trif 

Sau khi hap thu, hdn 90% cortisol trong huyet tifdng dtfdc 
gSn thu^n nghich vdi protein, la CBG (corticosteroid- binding 
globulin) hay transcortin. CBG la mot a - globulin do gan san 
xuat, co ai luc cao vdi steroid vo thitdng than, dac biet la cortisol 
va cac chat tong hdp cung loai; co ai ldc yeu hdn vdi aldosteron. 

Cac glucocorticoid co hoat tinh sinh hoc deu co ditdng noi doi d 
vi tri 4- 5 d vong A va nhom ceton d C 3 (H.ll). Thitdng co 2 loai 
phan utng de lam mat hoat tinh cua glucocorticoid trong cd the la 
khu ditdng noi doi 4- 5, ditdc thuc hien d gan va ca ngoai gan; khu 
chdc ceton d C 3 thanh dan xuat 3- hydroxy thi chi xay ra d gan. 

Cac chat chuyen hoa tan trong nude va thai trit qua than 
ditdi dang glucuro- hdp va sulfo- hdp. 

5. Lien quan giura cau true va tac dung 

Moi corticoid dung trong dieu tri deu la dan xuat cua 
cortisol hay hydrocortison (hormon thien nhien co OH d vi tri 
11). Bang each thay doi cau true cua cortisol, ta co the lam tang 
rat nhieu tac dung chong viem va thdi gian ban thai cua thuoc, 
dong thdi lam giam kha nang gid muoi va nude. 

Dddng noi doi d vi tri 4- 5 va nhom ceton d vi tri 3 rat edn 
cho hoat tinh cua ca hai loai hormon chuyen hoa dildng 
(glucocorticoid) va chuyen hoa muoi (mineralocorticoid). Nhom 
OH d vi tri 11 P cua vong C chi can cho hoat tinh cua 
glucocorticoid, trong khi OH d vi tri 21 thi lai tuyet doi can cho 
hoat tinh cua mineralocorticoid. 
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— Vong A: khi co them dtfdng noi kep giiia vi tri 1- 2, tac 
dung chong viem tang va giul muoi giam (prednison, 
prednisolon). 

— Vong B: them -CH 3 cl vi tri 6a (methylprednisolon), hoac F 
d 9a, hoac d ca hai vi tri 9- 6a (fludrocortison, flucinonid), 
tac dung chong viem cang manh va keo dai t/2. Nhung F d 
vi tri 9a lai lam tang tac dung gid Na + . 

— Vong D: them -CH 3 hay -OH d vi tri 16a, lam giam manh 
kha nang giQ muoi cua hdp chat 9a F nhvlng khong anh 
hvfclng den tac dung chong viem (triamcinolon, 
dexamethason, betamethason). 

Cau true steroid co 4 vong: 

__ OH can cho boat 

CH2°H tt - nh cfla mc 



Noi doi 4,5 va O a 3 can 

cho hoat tinh hormon Them CH 3 lam tang GC va keo dai V 2 


Hinh 11. Lien quan giOfa cau true va tac dung cua corticoid 

GC: hoat tinh glucocorticoid (chong viem) 

MC: hoat tinh mineralocorticoid (gidr muoi) 
vi tri a, di/di mat phing 
— ; vi tri [3, tren mat phing 
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Khi thay doi cau true hoa hoc cua thuoc, ngoai sU thay doi 
ve tac dung, thi dude dong hoc cua thuoc, dac biet la thdi gian 
ban thai cua thuoc cung thay doi nhieu. 


Bang 11. Mot so corticoid thirdng dung 


Ten thuoc 

Tac dung 
chong 
viem 

Tac 

dung 

giffNa* 

Chuyen 

hoa 

di/dng 

Thdi 
gian bin 
thai 

m 

Lieu 

ti/dng 

di/dng 

(mg) 

Cortisol 

(hydrocortison) 

1 

1 

1 

8-12 

20 

Cortison 

(11 dehydrocortisol) 

0,8 

0,8 

0,8 

8-12 

25 

Prednison 
(A 1 cortison) 

4 

0,8 

4 

12- 36 

5 

Prednisolon 

(A 1 cortisol) 

4 

0,8 

4 

12- 36 

5 

6a - metylprednisolon 

5 

0,5 

5 

12- 36 

4 

Triamcinolon 

(9a fluoro- 16 a 
hydroxyprednisolon) 

5 

0 

5 

12- 36 

4 

Betametason 

(9a fluoro- 16 p 
metylprednisolon) 

25- 30 

0 

25 

36- 54 

0,75 

Dexametason 

(9a fluoro- 16 a 
metylprednisolon) 

25-30 

0 

25 

36-54 

0,75 


101 







Dda vao thdi gian tac dung, cac thuoc trong bang 11 dddc 
chia lam ba loai: tac dung ng&n (12 gid), tac dung trung binh 
(12- 36 gid), tac dung dai (36- 54 gid). Mot so che ph4m dang 
tiem co ta dddc la polyetylen glycol, glysorbat... lam thuoc thai 
trti rat cham, tuy theo benh va lieu lddng, co the chi tiem 1 
tuan, 2 tuan hoac 1 thang 1 l£n, nhd Depomedrol (chtia 
metylprednisolon acetat 40 mg trong 1 ml), Rotexmedica, 
Kenacort (chuta 40 - 80 mg/ml). Tuy nhien, loai nay thddng co 
nhieu tac dung phu nhu teo da, teo cd, xop xitdng va rol loan noi 
tiet. 

6. Ap dung dieu trj 

Ngoai trit dieu tri thay the khi thieu hormon, viec sU dung 
glucocorticoid phan ldn la dua vao kinh nghiem. TrUdc khi dieu 
tri, can nhd mot so nguyen tic sau: 

- Vi thuoc co nhieu tac dung khong mong muon cho nen 
dau tien can can nh^c ky gida nguy cd va ldi ich khi 
dung thuoc cho tting benh nhan. 

- V6i bat cd mot benh nhan nao va doi vdi tdng benh nhan 
cdn xac dinh lieu thich hdp co hieu qua dieu tri b&ng 
dinh ky danh gia tien trien cua benh, tac dung khong 
mong mu6n cua thuoc de thay doi lieu. Neu khong phai 
la chong chi dinh thi mot lieu duy nhat du hdi cao hoac 
mot ddt dieu tri ngdn ditdi 1 tuan thi thddng la vo hai. 

— Khi thdi gian dung thuoc keo dai tren 1 tuan thi cac tac 
dung khong mong muon se tang ca ve so" lddng va cUdng 
do, tham chi co nguy cd td vong. 

- Ngdng thuoc dot ngot sau mot ddt dieu tri dai thddng co 
nguy cd suy thddng than cap rat ngdy hiem. 
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6.1. Dieu trj thay the khi co thieu hut hormon 

Suy tuyen thUdng than co the la nguyen phat do ton thUdng 
cau true va chUc phan cua chinh tuyen thUdng than va co the la 
thti phat do ton thUdng cua ha khau nao hoac tuyen yen. 

6 . 1.1. Suy thi/ong than cap 

- ThUdng do ngvfng thuoc dot ngot sau ddt dieu tri keo dai. 

- Trieu chdng: buon non, non, dau bung, mat nude, ha natri 
mau, ha kali mau, suy nhildc, md mang, tut huyet ap. 

- Dieu tri: 

Bu the tich tuan hoan va muoi: truyen tinh mach dung dich 
NaCl 0,9% > 1 lit (co the den 5% trong lUdng cd the trong 24 
gic*)- 

Glucocorticoid lieu cao: hydrocortison 100 mg tiem tinh 
mach (lieu cao, tiem nhanh), sau do truyen lien tuc 100 mg 
moi 8 gid trong ngay dau. Nhdng ngay sau khi tinh trang 
on dinh, thay bang tiem bap hoac uong 25 mg each 6- 8 gid. 
Tiep tuc dieu tri nhii suy thiidng than man tinh. 

6.1.2. Suy thi/gng than man tinh 

- Nguyen nhan: benh tU mien cua tuyen thUdng than, lao 
thUdng than, suy giam miln dich mac phai, chay mau 
thUdng than. 

- Trieu chdng: giong vdi cac trieu chdng cua edn suy 
thUdng than cap, nhung mdc do nhe hdn nhieu. 

- Dieu tri: thUdng dung hydrocortison 20- 30 mg/ngay. 
Cortison acetat khong co hoat tinh, vao cd the, dudi tac 
dung cua enzym 11 - p - hydroxysteroid dehydrogenase 
mdi chuyen thanh cortisol cd hoat tinh nen lieu phai cao 
hdn mot chut, 25- 37,5 mg/ngay. 
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De co nong do cortisol trong mau dung nhip ngay dem sinh 
ly, thUdng chia lieu hang ngay lam hai: 2/3 lieu cho vao 8 gid 
sang va 1/3 cho vao 4 gid chieu. Hoac co tac gia cho ba lieu: 10 mg 
vao 8 gid, 5 mg vao 13 gid va 5 mg vao 18 gid. 

6.2. Chi djnh trong cac benh khong phai noi tiet 


Vi lieu glucocorticoid thay doi theo loai thuoc va benh ly cua 
tting ca the, cho nen de thuan tien, chung toi gidi thieu lieu cua 
prednison cho de hinh dung. 


6.2.1. Viem khdp, viem khdp dang thap 

Can xac dinh rSng mot khi da chon glucocorticoid de dieu 
tri thi phai dung keo dai hang nam. Lieu dau tien can phai du 
cao de dc che benh nhanh chong va lam toi thieu hoa cac hau 
qua din den ton thiidng mo hoc. 


Vdi benh nang, lieu dau dung prednison 1 mg/kg/ngay chia 
lam 2- 3 lan, tien den lieu 1 ldn, giam dan den lieu toi thieu co 
hieu qua tuy theo tien trien lam sang. 


Mot so" tac gia khuyen dung glucocorticoid nhtf la mot tac 
nhan tarn thdi chi de ngan chan cdn tien trien cua benh khi 
khong dap ting vdi thuoc CVKS. Khdi dau la 5- 10 mg/ngay hoac 
co the tdi 20- 40 mg/ngay. Giam 1 mg/ngay sau moi 2- 3 tuan. 

Khi co trieu chting qua nang d mot vai khdp, co the tiem 
true tiep vao o khdp triamcinolon acetonid 5- 20 mg (chi lam d 
benh vien, trong dieu kien vo khuan tuyet doi). 

6.2.2. Benh thap tim 


- Chi dung glucocorticoid khi salicylat khong co tac dung. 

- Benh nang, glucocorticoid co hieu qua nhanh. Lieu 
prednison la 40 mg/ngay. Khi ngting glucocorticoid, 
benh co the trd lai. Nen phoi hdp vdi salicylat. 
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6.2.3 Benh than 

- Hoi chdng than hit: glucocorticoid la thuoc dieu tri hang 
dau cho ca tre em va ngtfdi ldn. Lieu dau la 1- 2 mg/kg 
trong 6 tuin, giam dan lieu (hoac cho lieu each nhat) 
trong 6- 8 tudn tiep theo. Giam protein- nieu xuat hien 
trong 2- 3 tuan d 85% benh nhan, tren 95% se thuyen 
giam trong vong 3 thang. Khi ngdng dieu tri, benh tai 
phat bieu hien bdng lai co protein-nieu. Neu tai phat vai 
lan tdc la da khang steroid, khi do phai dung thuoc dc 
che mien dich khac nhd azathioprin, cyclophosphamid. 

- Benh than thd phat sau lupus ban do he thong cung 
dieu tri bdng glucocorticoid. 

— Cac benh khac nhd viem cau than tang sinh mang 
(membranoproliferative glomerulonephritis) va xd edng 
thanh o (focal sclerosis) thi viec dung glucocorticoid con la 
van de ban cai. Co tac gia khuyen thd dung glucocorticoid 
vdi sd giam sat can than cac chi so' xet nghiem chdc nang 
than: vi du dung prednison 120 mg each nhat trong 8- 10 
tuan, sau do giam lieu dan trong 1- 2 thang. 

6.2.4. Benh dj Cmg 

Nen nhd rang khdi phat tac dung cua glucocorticoid trong 
cac benh di dng thddng cham. Benh nhan co phan dng di dng 
nang nhd soc phan ve thi doi hoi phai dieu tri ngay bdng 
adrenalin 0,5 ml dung dich 1: 1000 tiem bdp hoac tiem dddi da 
(15 phut sau co the tiem nhac lai). 

Cac bieu hien cua benh di dng co thdi gian keo dai ngdn 
nhd benh huyet thanh, may day, viem da tiep xuc, phan dng vdi 
thuoc, ong dot... thi co the dung cac lieu glucocorticoid thich hdp 
nhd la mot thuoc bo trd. Trddng hdp nang co the tiem tinh mach 
methylprednisolon 125 mg, each 6 gid/ lan. 

Cac benh di dng it tram trong hdn thi khang histamin la thuoc 
hang dau. Trong viem mui di dng co the dung corticosteroid phun 
vao mui. 
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6.2.5. Hen phe quan 

Glucocorticoid khong lam gian cd trdn phe quan nen khong 
tac dung tren cdn hen. Thuoc chi co tac dung chong viem d 
dUdng ho hap: dieu bien sU san xuat cytokin va chemokin, tic 
che tong hdp leucotrien, prostaglandin, tic che manh sU tich luy 
bach cau Ua base, Ua acid va cac bach cau khac tdi mo phoi, lam 
giam tinh tham thanh mach (Schleimer, 1998). Vi the, hien nay 
glucocorticoid la thuoc co hieu qua nha't trong dieu tri benh hen. 

Trong cdn hen nang phai nhap vien, mac du thdi gian khdi 
phat cua glucocorticoid la 6- 12 gid, vln can tiem tinh mach lieu 
tan cong methylprednisolon 60- 120 mg each 6 gid/ lan, sau do 
la uong prednison 40- 60 mg. Giam lieu dan va ngdng thuoc sau 
10-15 ngay. 

Cdn hen nhe hdn, uong prednison 40- 60 mg/ngay x 5 ngay. 
Sau do giam lieu dan trong 1- 2 tuan. 

De tranh tac dung phu khi dung dUdng toan than, hien co cac 
che pham khi dung, mang lai hieu qua tot va an toan hdn. Do la 
beclomethason dipropionat (Becotid), triamcinolon acetonid, 
flunisohd, budesonid (Pulmicort) va fluticason propionat (Flixotid). 
Cac thuoc nay co khac nhau r6 ve ai lUc vefi receptor: trong do 
fluticason va budesonid co ai lUc manh hdn beclomethason nhieu. 
Tuy nhien, vdi Ueu thich hdp, moi loai che pham deu co tac dung 
nhu nhau trong dieu tri hen. 

Glucocorticoid dang phun sUdng dung cho du phong va khong 
che hen hdn la de cat cdn hen (de cat cdn thi dung thuoc cUdng p 2 
adrenergic nhtf Ventolin, Albuterol). Vi phai dung dai ngay nen 
sU tuan thu dieu tri co anh hUdng quyet dinh den ket qua. Mot 
nghien cdu cua Haahtela va cong sU (1994) dung budesonid phun 
sitdng 600 pg x 2 ldn/ngay trong 2 nam, da co tac dung tot va sau 
do phan 16n benh nhan da dUdc giam lieu xuo'ng 200 pg x 2 
lan/ngay, roi 1/3 so benh nhan da co the ngiing thuoc hoan toan. 
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Cung co the dung glucocorticoid diking toan than de dieu tri 
hen cap va mem tinh nang. Trong hen dip tinh nang, uong 
prednison 40- 60 mg/ngay x 5 ngay (tre diidi 1 tuoi, 1- 2 mg/ngay); 
co the dung them mot tuan vdi lieu giam dan. Trong hen man tinh, 
dung lieu uong each nhat, giam dan, nhitng nhieu tac gia cho rSng 
dung dang khi dung thi tot hdn. 


Bang 12. Cac tac dung ngoai y cua corticoid khi dung difdng 

khi dung 


Tac dung ngoai y 

Nguy ccf* 

- Oc che true ha khau nao- 

Khong thay nguy cd cho d£n lieu < 1500 pg/ngay 

tuyen y6n- thirdng than 

(ngucri Idn) hoac < 400 pg/ngay (tre em) 

- Ti&u xuong 

Bat dau co vdi lieu = 500 pg/ngay 

- Roi loan chuyen hoa glucid 
va lipid 

Co dau hieu lam sang vdi lieu >1000 pg/kg 

- Due nh^n mat 

Chira dupe chimg minh 

- Mong da 

Da thay vdi lieu 400- 2000 pg/ngay 

- Ban xuat huyet 

Ton thirdng tang theo lieu 400- 2000 pg/ngay 

- Kho phat am 

Thirdng it hau qua 

- Nam Candida 

Ty le mac < 5%. Giam neu dung ngat quang 


* Tinh theo lieu luang cua budesonid hoSc beclomethason. Budesonid 
(Pulmicort, Rhinocort) la thuoc tong hop, co tac dung manh hdn hydrocortison 
200 Ian nhifng sinh kha dung theo dudng uong lai rat thap (10- 20%), vi vay, 
thich hop cho dudng khi dung. 

Doc tinh: 

Dung thuoc dudng khi dung de dieu tri hen thi It tac dung 
ngoai y hdn vi liidng thuoc vao mau It. Tuy nhien can luu y 
rang, mot liidng thuoc khi dung van bi benh nhan nuot vao 
dufdng tieu hoa va mot liidng thuoc nufa diidc hap thu tb phoi 
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vao mau va do thdi gian dieu tri keo dai nen vin co tac dung 
ngoai y theo dtfdng toan than (bang 12). 

Sau moi lan lam khi dung, thuoc dong lai 6 vung hau hong, 
se co the gay nam vung mieng- hau, phat am kho (dysphonia). 
Vi vay, can sue mieng ky sau mdi lan phun. 

6.2.6. Cbc benh mSt 

• Trong nhan khoa, glucocorticoid diCdc dung dechohg viem 

- V6i cac benh d ben ngoai va vung trUdc m4t, dung thuoc 
tai cho. Thuoc co the tham vao thuy dich dat nong do 
dieu tri khi nho thuoc vao tui cung ket mac. 

- Vdi cac benh vung sau nhan cau, dung thuoc difdng toan 
than hoac tiem vao sau nhan cau (bao Tenon). Khi tiem 
vao vung sau nhan cau, co nhieu nguy cd gay doc tmh 
tai ch6, ton thUdng mo, thung nhan cau, ton thtfdng thin 
kinh thi giac, tic mach trung tarn vong mac, ton thudng 
vong mac... Vi vay can dude cac thay thuoc chuyen khoa 
giam sat. 

• Mot vai dang thuoc va each dung 

- Dung dich nho mit dexamethason natri phosphat 0,1%, 
each 4 gid nho 2 giot (trong thdi gian thde) va 
dexamethason natri phosphat (dang thuoc m3 boi mit) 
trtfdc khi di ngu. 

- V6i viem sau nhan cau, uong prednison (hoac thuoc tUdng 
dvtdng) 30 mg/ngay, chia lam nhieu lan. 

• Cac tac dung khong mong muon 

- Tang nhan ap hoac lam nang them benh glocom. Glocom 
thtfdng khong hoi phuc sau ngdng glucocorticoid. Vi vay, 
khi dung thuoc qua 2 tuan, phai kiem tra nhan ap. 

— Dung glucocorticoid cho benh nhan bi viem ket mac do 
vi khuan, virus hoac nam co the che lap sil tien trien 
cua benh nhiem khuan cho den khi mat thi lilc khong 
hoi phuc. 
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- Khong dtfdc dung glucocorticoid cho cac ton thtfdng gay 
rach, xtfdc, an mon d m&t vi thuoc lam cham lanh vet 
thtfdng, dl gay lan rong nhilm khu^n. Tuy nhien, sau 
mo glocom, viec boi glucocorticoid tai cho lai co gia tri 
lam cham lien seo vet thtfdng (vo khuan) do do lam giam 
tham nhiem nguyen bao sdi, lam vet mo len seo tot hdn. 

6.2.7. Cac berth ngoai da 
• Thuoc dung ngoai 

Cac glucocorticoid dung ngoai da dtfdc chia lam 7 nhom theo 
ctfdng do tac dung giam dan (bang 13). 

Nhieu benh viem ngoai da dap tfng vcli glucocorticoid. Viec 
chon thuoc tuy thuoc vao ctfdng do tac dvmg cua thuoc, vi tri 
thtfdng ton, tinh trang benh ly. Stf hap thu thuoc cung tuy 
thuoc ttfng vung da. Thtfdng bat dau bang thuoc tac dung 
manh, sau do dung thuoc yeu hdn. Boi thuoc hai lan moi ngay 
la du. Boi nhieu lan hdn, tac dung khong tot hdn, doi khi con 
de sinh tac dung khong mong muon (Yohn va Weston, 1990). 

Nhin chung, hydrocortison hoac thuoc ttfdng dtfdng la thuoc 
manh nhat cho vung mat va cac vung kin (nach, ben). Co the 
xay ra quen thuoc nhanh, khi do can thay bang loai 
glucocorticoid khac, hoac dung thtfa hdn, thuoc van co tac dung. 

Co the tiem thuoc vao vung ton thtfdng (intralesional 
injection) vcfi che pham it tan cua triamcinolon [triamcinolon 
acetonid (Kenacort 40) va triamcinolon hexacetonid 
(Aristospan)], thuoc se tan dan, do do tac dung dtfdc keo dai. 
Cach tiem thuoc tai cho dac biet co tac dung tai cac vung co 
md, nhtf viem da dau, viem mo md dtfdi da. Cung co the dung 
cho nhiing viem da nong hdn nhtfng de co nong do thuoc cao 
hdn, nhtf dieu tri vay nen, cac nang viem, lupus hinh dla. 

Tac dung khong mong muon: 

Tai cho: teo da, ran da, diem gian mao mach, cham xuat 
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huyet, ban dang trting ca, viem da quanh mieng, phat 
trien vi khuan va nam da, mat mau da, nhiem sac to da, 
trvfng ca do. Boi thuoc vung gan m&t co the bi tang nhan 
ap, due thuy tinh the. 


Bang 13. Phan loai glucocorticoid dang thuoc boi 


Nhom thuoc (1) 

Ten chung va dang thuoc 

Ten tfu/dng mai 


Betamethason dipropionat: 

kem, pomat 0,05% (trong chat din t6i iru) 

Diprolen 

1 

Clobetasol propionat 
kem, pomat 0,05% 

Temovate 


Halobetasol propionat 
pomat 0,05% 

Ultravate 


Amcinonid pomat 0,1% 

Cydocort 


Betamethason dipropionat 

Diprosone 

2 

pomat 0,05% 



Fluocinonid kem, pomat, gel 0,05% 

Lidex, Fludex 


Halcinonid kem, pomat 0,1% 

Halog 


Betamethason dipropionat 
kem 0,05% 

Diprosone 

3 

Betamethason valerat 
pomat 0,1% 

Betatrex 


Triamcinolon acetonid 

pomat 0,1%, kem 0,5% 

Aristocort 


Amcinonid kem 0,1% 

Cyclocort 


Flucinolon acetonid kem 0,2% 

Synalar- HP 

4 

Flucinolon acetonid pomat 0,025% 

Synalar 


Hydrocortison valerat pomat 0,2% 

Westcort 


Triamcinolon acetonid pomat 0,1% 

Kenalog. Anstocort 


Betamethason dipropionat thuoc rijra (lotion) 0,05% 

Diproson 


Betamethason valerat kem, thuoc rdra 0,1% 

Betatrex 

c 

Fluocinolon acetonid kem 0,025% 

Synalar 

0 

Hydrocortison valerat kem 0,2% 

Westcort 


Triamcinolon acetonid kem 0,1% 

Kenalog 


Triamcinolon acetonid kem 0,025% 

Aristocort 


Aclometason dipropionat kem, pomat 0,05% 

Aclovat 

6 

Desonid kem 0,05% 

Tridesilon 


Fluocinolon acetonid kem, dung dich 0,01% 

Synalar 


Dexamethason natri phosphat kem 0,1% 

Decadron 

7 

Hydrocortison kem, pomat, thude ara 0,5%, 1,0%, 2,5% 

Nutracort 

Penecort 


(1) Nhom 1 la manh nhat, cac nhom sau giam dan. 
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Cac che pham tren thitdng ditdc bao che ditdi cac dang 
khac nhau nhit thuoc md (thick hdp vdi da kho), kem (da 
mem, ton thitdng co dich ri, cac hoc cua cd the nhit dm 
dao...), dang gel (dung cho viing da dau, nach, ben). Khi 
boi thuoc, can xoa deu thanh Idp mong 1- 2 lan/ngay, theo 
dung chi dan, nhat la thuoc co tac dung manh. 

Bang 14. Cac benh ngoai da dirge dieu tri bang glucocorticoid 

dirdng toan than 

Dieu tri dai ngay 

- Cac benh co bong nude 

Pemphigus thong thirdng 
Bong nirdc dang pemphigus 
Herpes thai nghen 

- Benh mach tao keo 

Viem da ccf 

Lupus ban do he thong 
Viem da sun tai phat 
Viem mach 

- Benh Sarcoit 
Dieu tri ngan ngay 

Viem da tiep xuc (cap tinh) 

Viem da dj ting 
Liken phang 
Viem da troc vay 
Ban do not 

Benh dap (mg vdi lieu thap vao luc di ngu 
Bat thudng ve hormon 
Trtingca 

Ram long (phu nti) 
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Toan than: khi dung thuoc lau, tren dien rong, thuoc co 
the diidc h&'p thu vao mau, gay tac dung khong mong 
muon toan than (xem muc 3. Doc tinh), nhat la tren tre 
em lam cham ldn. Cac yeu to lam tang hap thu thuoc la 
liidng thuoc dung, dien tich vung boi thuoc, so l&n boi 
thuoc trong ngay, ciidng do cua thuoc va each dung (bang 
ep, boi, tiem vao vung ton thiidng). De han che nhdng tac 
dung phu nay, khi dung triamcinolon acetonid chi nen gifl 
tong lieu dudi 20mg/ thang. 

• Thuoc dung dieting toan than 

Dung corticoid theo dvfdng toan than ditdc chi dinh cho cac 
benh ngoai da theo bang 14. 

Noi chung, de tranh cac tac dung co hai cua glucocorticoid 
khi dung dtfdng toan than, tot nhat nen chi danh cho dieu 
tri cac benh cap tinh, hoac benh ngoai da co de doa cho 
cuoc song (xem muc 8. Nhiing diem can chu y khi dung 
thuoc). Lieu thiidng dung la prednison 40 mg/ngay. 

6.2.8. Benh dieting tieu hoa 

Glucocorticoid co the chi dinh cho nhiing benh nhan da diidc 
chon loc nhii viem ruot ket man tinh co loet, benh Crohn. Chi 
dung glucocorticoid khi benh nhan da that bai vdi cac phuong 
phap dieu tri bao ton (nghi ngdi, dinh diidng, sulfasalazin). 

Trong viem ket mac co loet nhe, thut liiu giii hydrocortison 
100 mg. Trong viem cap tinh nang hdn, uong prednison 1 lieu 
duy nhat 40 mg/ngay. Lieu cao hdn khong thay co hieu qua hdn. 
Thiidng cac trieu chdng chlnh diidc cai thien trong 5 ngay, cac 
trieu chdng khac se mat dan trong 6 tuan tiep theo. Ket qua co 
the dat tdi 90%. 

0 benh nhan nang, co sot, chan an, thieu mau... co the dung 
lieu cao hdn: 60- 120 mg prednisolon/ngay. C^n than trong vi 
bien chdng thung ruot hoac viem phuc mac co the xay ra nhiing 
lai bi chinh glucocorticoid lam lu md trieu chdng. 
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Vdi viem ruot chi gidi han tai tnic trang (viem true trang) 
va dai trang trai: thut lUu gifl hydrocortison 100 mg/60 ml vao 
moi dem, trong 2- 3 tuan. Thuoc co tac dung tai cho tot ma it 
dUdc hap thu. 

Hien dang nghien cUu cac din xuat it dude hap thu de tranh 
tac dung doc hai toan than, nhu prednisolon metasulfobenzoat, 
tixocortol pivalat, beclomethason dipropionat, budesonid. 

Budesonid la glucocorticoid tong hdp co tac dung manh hdn 
hydrocortison 200 lln, nhUng bi chuyen hoa nhieu khi qua gan 
lan thd nh4"t, sinh kha dung theo dUdng uong la 10- 20%, dung 
thuoc dudi dang vien nang giai phong cham (9 mg/ngay), thuoc 
giii dUdc nong do tac dung tai hoi trang va dai trang len. Tuy 
nhien, vi la thuoc mdi nen con can danh gia them. 

6.2.9. Cac benh gan 

Viec dung glucocorticoid trong cac benh gan con nhieu tranh 
cai. Thuoc ro rang co tac dung trong viem gan tu miln man tinh: 
prednisolon vdi lieu khdi dau 40- 60 mg/ngay, giam dan tdi lieu 
duy tri 7,5- 10 mg/ngay cho den khi mUc transaminase huyet 
thanh giam da cho ket qua tot tdi 80% trUdng hdp. 

Vai tro glucocorticoid trong benh gan do rUdu con chUa dUdc 
xac dinh. 

Trong cac benh gan nang, nen dung prednisolon vi prednison 
can phai dUdc chuyen hoa d gan mdi trd thanh co hoat tinh. 

6.2.10. Cac benh ac tinh 

Vi glucocorticoid co tac dung lam teo hach lympho va Uc che 
sU phan bao cua te bao lympho, nen thuoc thitdng difdc dung de 
dieu tri benh bach cdu C£lp d tre em va u lympho ac tinh. 

Trong benh bach cau lympho cap hoac benh bach cau khong 
biet hoa d tre em, glucocorticoid co the cai thien nhanh chong cac 
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trieu chting lam sang va hoi phuc huyet do tdi 30% trtfdng hdp. 
Tuy nhien khong duy tri dude lau. Tac dung cua glucocorticoid 
nhanh hdn cac chat khang chuyen hoa. Vi the nen bit dau dieu 
tri bang prednison, vincristin roi sau do la anthracyclin, 
methotrexat hoac L- asparaginase. 

Glucocorticoid la mot thanh phln r&'t co gia tri trong cong 
thtic dieu tri benh Hodgkin, u lympho khong phai Hodgkin, da 
u tuy va benh bach clu lympho man tinh. 

Glucocorticoid dac biet co hieu qua trong dieu tri thieu mau 
tan huyet tu mien va giam tieu cau trong benh bach c4u lympho 
man tinh. 

Trong so cac glucocorticoid, dexamethason -dung cung vdi tia 
X trong dieu tri cac khoi u cl vung rat nhay cam nhu trung theft, 
nao, tuy song vdi lieu 4- 6 mg, each 6 gid/ lan co hieu qua nhanh 
chong phuc hoi chute nang than kinh neu co di can nao va phu 
ne lien quan den khoi u. Khong nen ngifng thuoic dot ngot ma 
can giam lieu dan dan theo dap ting lam sang. 

6.2.11. Cac benh khac 

- Giam tieu cau: prednison 0,5 mg/kg lam giam khuynh 
htfdng chay mau. Trong trifdng hdp can thiet co the bit 
dau vdi lieu cao 1- 1,5 mg/kg. 

- Hong cau bi huy hoai do tti mien (thieu mau tan huyet 
co test Coombs (+)): prednison 1 mg/kg/ngay. Benh nang, 
co the dung lieu cao hdn, sau giam lieu dan theo tinh 
trang benh. Lieu duy tri co the keo dai nhieu thang. 

- Ghep cd qugn: prednison 50- 100 mg khi ghep, phoi hdp 
cung cac thuoc tic che miln dich khac. Duy tri vdi lieu 
thap hdn. 

- Ton thtfdng tuy song: cac thti nghiem da trung tarn da 
cho thay hieu qua dieu tri ton thifdng cap tinh tuy song 
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trong vong 8 gid vdi lieu cao methylprednisolon: bit dau 
bang 30 mg/kg truyen vdi toe do 5,4 mg/kg/ gid trong 23 
gid (Bracken va cong sti, 1997). Cd che cua tac dung bao 
ve than kinh vdi lieu cao nay la do glucocorticoid tic che 
tac dung doc hai cua gdc tti do dtidc giai phong ra trong 
thtidng ton te b^o do thieu mau. 

7. Chong chi dinh 

- Moi nhilm khuan hoac nam chtia co dieu tri dac hieu. 

- Loet da day- hanh ta trang, loang xtidng. 

- Viem gan vius A va B va khong A khong B. 

- Chi dinh than trong dai thao dtidng, tang huyet ap. 

8. Nhumg diem can chu y khi dung thuoc 

- Khi dung gluccocorticoid thien nhien (cortisol, 
hydrocortison) phai an nhat. Doi vdi thuoc tong hdp, an 
ttidng doi nhat. 

- Luon cho mot lieu duy nhat vao 8 gid sang. Neii dung 
lieu cao thi 2/3 lieu uong vao buoi sang, 1/3 con lai uong 
vao buoi chieu. 

- Tim lieu tdi thieu co tac dung. 

- Kiem tra dinh ky ntidc tieu, huyet ap, dien quang da day 
va cot song, glucose mau, kali mau, tham do chtic phan 
true ha khau nao- tuyen yen- thtidng than. 

- Dung thuoc phol hdp: tang lieu insulin doi vdi benh 
nhan dai thao dtidng, phoi hdp khang sinh neu co nhiem 
khuan. 

- Che do an: nhieu protein, calci va kali; it mudi, dudng va 


115 


lipid. Co the dung them vitamin D nhu Dedrogyl 5 
giot/ngay (mdi giot chUa 0,005 mg 25- OH vitamin D 3 ). 

— Tuyet doi vo khuan khi tiem glucocorticoid vao 6 khdp. 

— Sau mot ddt dung keo dai (tren mot thang) hoac vdi lieu 
cao khi ngUng thuoc dot ngot, benh nhan co the chet dot 
ngot do suy thudng th&n c&p: cac trieu chdng tieu hoa, 
mat nude, giam natri va giam kali mau, suy nhUdc, ngu 
lim, tut huyet ap. 

Hien co xu hudng dung lieu each nhat, giam dan, co ve "an 
toan" cho tuyen thudng thdn hdn. Mot so thl du: 

+ Dang uong prednison 40 mg/ngay: co the dung 
80 mg/ngay, each nh4t; giam dan 5 mg moi tuiin 
(hoac giam 10 % tvfng 10 ngay). 

+ Dang dung 5- 10 mg/ngay; giam 1 mg/ tu£n. 

+ Dang dung 5 mg/ngay; giam 1 mg 1 thang. 

+ Mot phac do dien hinh cho benh nhan dung lieu 
prednison duy tri 50 mg/ngay co the thay nhu sau: 


Ngay 1 : 

50 mg 

Ngay 7: 

75 mg 

Ngay 2 : 

40 mg 

Ngay 8 : 

5 mg 

Ngay 3: 

60 mg 

Ngay 9: 

70 mg 

Ngay 4: 

30 mg 

Ngay 10: 

5 mg 

Ngay 5: 

70 mg 

Ngay 11 : 

65 mg 

Ngay 6 : 

10 mg 

Ngay 12: 

5 mg 
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CAC PROSTAGLANDIN 


Nam 1930 , hai nha phu khoa ngtfdi My Kurzrok va Lieb da 
nhan xet thay tinh dich ngUdi gay co thdt rat manh td cung 
ngUdi. Vai nam sau, Goldblatt (ngUdi Anh, 1933) va Von Euler 
(ngUdi Thuy Dien, 1935) da nghien cdu tac dung dUdc ly cua 
hoat chat lay ra tti tinh dich, dat ten la prostaglandin (PG) vi 
nghi rdng nguon goc cua chat do la td tuyen tien liet (prostate). 
Sau nay thay ding PG con dildc sinh tong hdp trong nhieu mo 
khac nhu td cung, phoi, nao, nhan cau, tuy, than... 

1. Sinh tong hop va cac prostaglandin 

PG dUdc sinh tong hdp ngay tai mang te bao. Mang te bao 
chda nhieu phospholipid, dtfdi tac dung cua phospholipase A 2 
cua mang, se giai phong ra acid beo td do khong bao hoa, chda 
20 nguyen td C la acid arachidonic, hay con goi la acid eicosa- 5, 
8, 11, 14- tetraenoic, acid prostanoic. Acid arachidonic khi dude 
giai phong ra se trd thanh cd chat cho nhieu enzym de tao ra cac 
chat chuyen hoa khac nhau: cac prostaglandin, cac leucotrien 
dutdi ten goi chung la cac eicosanoid (hinh 12). 
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Hinh 12. Cac dirdng chuyen hoa cua acid arachidonic 

PLA 2 (phospholipase A 2 ) - 5 LOX (5 lipoxygenase) - 12 LOX (12 lipoxygenase) - COX (cyclo - 
oxygenase) - PGG 2 (prostaglandin G 2 ) - PGH 2 (prostaglandin H 2 ) - TxA 2 (thromboxan AJ - TxB 2 
(thromboxan B 2 ) - PGD 2 (prostaglandin D 2 ) - PGE 2 (prostaglandin E 2 ) - PGF 2 a prostaglandin F^ - PGI 2 
(prostacyclin) -6c PGF ] a (6 ceto prostaglandin F 1a ) - HPETE (acid hydroperoxyeicosatetraenoic) - HETE 
(acid hydroperoxyeicosatetraenoic) - LTA 4) B 4) C 4 , D 4 , E 4 (leucotrien A 4 , B 4l C 4 , D 4 , E 4 ). 


2. Cach phan loai va vai tro sinh ly cua prostagladin 

Acid arachidonic, chat tien than cua PG co 20 nguyen tu C 
gom mot vong 5 canh va hai chuoi nhanh. 
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acid arachidonic (acid prostanoic) 

Theo cau true cua vong 5 canh, chia cac PG thanh cac nhom 
dat ten theo chG cai: PGA, PGB... 








PGA PGB PGC PGD PGE PGF 

O- 

o- 

PGG/H 

(endoperoxyd) 



Trong moi nhom, cac PG lai ditdc phan biet bdng cac so viet 
sau chut cai. So" do chi so dufdng ndi doi cua chuoi ben, nhtf PGA l5 
PGE 2 

Loai 1 co mot ditdng noi doi d giiia C 13 - C 14 
Loai 2 co hai dutdng noi doi giuta C 13 - C 14 va C 5 - C 6 
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Load 3 co ba dddng noi doi giuta C 13 - C 14 ; C 5 - C 6 va C 17 - C l8 

T&t ca cac PG deu co OH d C 15 , dddi mat phing cua phan td 
(bieu thi bang net.; neu tren mat phdng la net dam —) (hinh 13). 

Khi 2 chuoi nhanh khong d cung tren mot mat phing, neu 
chuoi co mang COOH d dudi mat phing thi dildc goi quy Udc la 
PG a (nhii PGF 2a )- NgUdc lau la p. Trong tU nhien khong thay PGp. 



Hinh 14 tom tat qua trinh tong hdp PG tOf phospholipid 
mang te bao. Corticoid dc che phospholipase A 2 nen tic che sU 
tao thanh acid arachidonic, do do Cfc che tong hdp ca PG va 
leucotrien. Con thuoc CVKS do dc che cyclooxygenase nen chi 
dc che tong hdp PG; acid arachidonic van dddc tao thanh nen co 
the se tang tong hdp leucotrien, gay tac dung phu cua thuoc 
CVKS (nhd cdn hen gia). 
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Phospholipid mang te bao 



va bradykinin trong gay dau, co tOl cung...) 

Hlnh 14. So do qua trinh tong hop PG 
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Hinh 15 . Vj tri tac dong cua peroxydase trong sinh tong hop PG 

John Vane (1971) phat hien cd che tac dung cua cac thuoc 
chong viem khong phai steroid (CVKS) la do tic che cyclooxygenase 
(COX) nen lam giam tong hdp PG tai o viem. Sau nay nhieu tac 
gia thay ring nhieu thuoc chong viem co tac dung nhu nhau 
nhilng tac dvmg phu lai rat khac nhau. Nhtf vay chic con phai co 
sil khac nhau trong qua trinh dc che tong hdp PG. Qua nhien, It 
lau sau Masferrer va cong sil (1992) da chutng minh sU co mat cua 
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mot COX mdi, va phan biet 2 loai COX- 1 (PGH synthetase 1- 
PGHS- 1) va COX- 2 (PGHS- 2). Xem them phln “Cd che chung 
cua thuoc CVKS” trang 50 trong phan “Thuoc giam dau khong 
phai morphin” de biet them ve COX - 1 va COX - 2. 


3. Chuyen hoa cua prostaglandin 

Cac mo luon luon tong hdp va giai phong ra mot lUdng cd sd 
PG. Litdng PG nay co the tang len rat cao dtfdi tac dung cua cac 
kfch thfch khac nhau, dac hieu cho moi mo, thi du LH vdi buong 
triing, tinh hoan; adrenalin vdi mo md. 

TrQ lUdng PG trong tCfng mo cung rat khac nhau va rat kho 
xac dinh vi chi co khoang thng nanogam (1: 1.000.000 mg) trong 
lg mo. Tinh dich chda nhieu PG, co khoang 300 pg trong 1 ml. 
Theo Samuelson (1972), ltidng PG dtfdc san xuat ra hang ngay d 
phu nd la 50 pg va d nam gidi la 200 pg. 

Cac PG dutdc tong hdp, phat huy tac dung sinh hoc va giang 
hoa ngay tai mo. Vi vay no ditdc coi la "hormon mo". 

Cac PG cd rat nhieu tac dung sinh ly, doi khi trai ngitdc nhau. 
La chat cd hoat lUc manh nhat trong so" cac chat tu nhien dude biet 
cho den nay. No cd the cd tac dung vdi nong do 10 picogam 
(1:1.000.000.000 mg) trong 1 ml in vitro, hoac 10 nanogam cho 1 kg 
in vivo. 

Cac PG to ra la nhiing yeu to dieu hoa tinh te tai cho cua 
chuyen hoa te bao. Tac dung cua PG mat thiet lien quan vdi AMP C , 
cac enzym van chuyen ion, GMP C , ATPase, phosphodiesterase... 
Khi mang te bao bi ton thitdng thi PG cung bi mat tac dung. Cac 
tac dung cua PG, ngay ca tac dung tren cd trdn deu khong bi dc 
che bdi cac thuoc phong toa he cholinergic, adrenergic, cac thuoc 
khang histamin hoac khang serotonin. 
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4. Tac dung dude ly 

4.1. Tren tim mach 

- Cac PGE co tac dung gian mach manh, nhat la mao 
dong mach, cac cd vong trtfdc mao mach va cd vong sau 
mao tlnh mach. Cac tinh mach ldn khong chiu anh 
htfdng cua PGE. Tuy nhien cung thiy co co mach d vai 
ndi. Huyet ap thvtdng giam, ltiu ludng mau tang d tim, 
than va vung tang. Bien do va tin so tim tang do phan 
xa ha ap. 

- PGD 2 gay ca gian mach va co mach. C) nong do thap, 
phan 16n cac mach deu gian (mach tang, mach vanh va 
mach than), chi co mach phoi lai co. 

- PGF 2a la chat gay co manh ca dong mach va tinh mach 
phoi. Tren dong vat thuc nghiem, PGF 2a gay tang huyet 
ap, nhung tren ngtfcJi, huyet ap khong bi thay doi nhieu. 

- PGI 2 gay gian mach ha huyet ap manh hdn PGE tdi nam 
lan. PGH 2 nhanh chong chuyen thanh PGI 2 khi qua 
phoi. 

- Thromboxan A 2 gay co mach manh. 

- Leucotrien (LT): LTC 4 va LTD 4 gay ha huyet ap do lam 
giam the tich tuan hoan va giam co bop cd tim (vi lam 
giam ldu lUdng mach vanh). Tac dung quan trong cua 
LT la lam thoat huyet tUdng tai mao mach manh hdn 
histamin tdi 100 lan (Fuerstein 1984). 

Lieu cao, lam co mao mach va giam thoat dich. 

4.2. Tren mau 

- PGI 2 tic che ngtfng ket tieu cau in vitro vdi nong do tti 1- 
10 nM. PGI 2 dtidc tong hdp tai noi mac mach, co vai tro 
kiem soat sti ngUng ket tieu cau, chong gay nghen mach 
in vivo. 


1'24 


— TXA 2 la san pham chuyen hoa chlnh cua acid 
arachidonic tai tieu c&u, co tac dung lam ngdng ket tieu 
c£u, ngUdc vdi tac dung cua PGI 2 va rd't nhay cam vdi tac 
dung dc che cua aspirin. 

- LTB 4 la tac nhan hoa htfcfng dong manh vdi bach cau da 
nhan, bach c£u tfa acid va bach cau ddn nhan. Cac 
leucotrien khac khong co tinh chat nay. 0 nong do cao, 
LTB 4 klch thich ngUng ket bach c£u da nhan, thuc day 
sd vd hat va tao superoxid. LTB 4 thuc d^y sU dinh bach 
cau vao te bao noi mac mach va sd di chuyen cua cac 
bach cdu nay xuyen qua noi mac. 

- PG dc che chdc phan va sd tang sinh cua lympho, kim 
ham dap dng miln dich. PGE 2 dc che sd biet hoa cua 
lympho B, sd tang sinh cua lympho T va sd giai phong 
cac lymphokin. 

4.3. Tren cct tram 

4.3.1. Tren co tron khi - phe quan 

- Nhin chung, cac PGF va PGD 2 gay co va cac PGE gay 
gian. Tuy nhien, doi khi thay PGE! va PGE 2 lai gay co. 

- Prostaglandin peroxid (PGG, PGH) va TXA 2 gay co. 

- PGI 2 gay gian va doi khang vdi cac tac nhan gay co khi 
phe quan khac. 

- LTC 4 va LTD 4 gay co phe quan manh hdn histamin 100 
lan ca in vitro va in vivo, dong thdi klch thich tiet dich 
nh&y gay phu niem mac. 

4.3.2. Tren tCfcung 

- Cac PGF va TXA 2 gay co td cung khong chda va chda. 
Truyen tinh mach PGF 2a cho phu nd co thai se lam tang 
trddng ldc va cac cdn co phu thuoc vao lieu lddng. 
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- Cac PGE lam gian tii cung khong chiia. Tren tu cung 
chiia tir quy 2 trd di, PGE 2 gay co. Truyen t!nh mach 
PGE 2 va PGF 2a cho phu nd co thai se lam tang trtfdng 
lUc va co bop tvf cung theo lieu. 

Tinh nhay cam cua tii cung vdi PG tang dan theo thai ky 
nhung kern nhieu so vdi oxytocin. 

4.3.3. Tren nhu dong ong tieu hoa 

- Cac PGE va F gay co th§t cd doc cua da day ruot, trong 
khi cac cd vong thUdng lai gian dudi tac dung cua PGE 
va co that vdi PGF. Buon non, non, tieu chay va dau that 
bung thUdng la tac dung phu khi dung PGE, PGF de gay 
say thai. 

- PGG, PGH, TXA 2 va PGI 2 gay co bop ruot nhung yeu 
hdn PGE, F. 

- Cac leucotrien gay co bop ruot manh. 

4.3.4. Tren si/ bai tiet cua da day- ruot 

PGE dc che bai tiet acid cua da day dudi tac dung ki'ch thich 
cua thiic an, histamin hoac gastrin. Mat khac, klch thich san 
xuat dich nhay va gay gian mach. Do la tac dung "bao ve" niem 
mac da day chong lai cac tac nhan gay loet. 

4.4. Tren than 

- PGE 2 va PGI 2 lam tang dong mau den than, gay ldi nieu, 
tang thai Na + va K + . Cac PGE con lie che tai hap thu 
nude cua ADH. Cung vdi PGI 2 va PGD 2 , PGE gay tiet 
renin do tac dung kich thich triio tiep len cac te bao hat 
canh cau than. 

- TXA 2 lam giam dong mau den than, giam siic loc cau 
than. 
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4.5. Tr§n thin kinh trung uong 

Da co nhieu nghien ctiu nhung vai tro cua cac PG tren than 
kinh trung Udng vln chila that sang to. 

- PGE 1; PGE 2 tac dung d vung dtfdi doi, gay sot. Cac thuoc 
CVKS tic che tong hdp tai day nen co tac dung ha sot. 

- PGD 2 la mot chit trung gian hoa hoc can cho giac ngu 
(Urade va cong sU, 1999). 

- Tren cac sdi din truyen cam giac dau: PGE va PGI 2 lam 
giam ngtfdng dau, lam min cam dau tan cung cac sdi 
htfdng tam vdi cac kfch thfch hoa hoc va cd hoc. Tac dung 
gay dau va duy tri dau manh hdn bradykinin va 
histamin. Trong qua trinh viem thay tang giai phong 
PGE 2 , PGI 2 va ca LTB 4 , deu la nhutng chat trung gian 
dan truyen dau. 

5. Sur dung prostaglandin trong dieu trj 

Mac du co nhieu nghien ctiu, nhung viec dng dung PG trong 
dieu tri con rat han che do PG la hormon cua mo, dUdc tong hdp 
va tac dung tai cho, tac dung lai rat khac nhau cho nen khi 
dung ditdng toan than thi thifdng co nhieu tac dung khong 
mong muon; mat khac, thdi gian ban thai lai rat ngln. 

Hien nay, PG mdi chi dUdc dung trong mot so' trUdng hdp sau: 

5.1. Gay say thai va thuc de 

- Carboprost (15 methyl PGF 2a ) 

Gay say thai d tuan thii 13- 20: tiem bap sau 250 pg, sau 
do tiem bap 250- 500 pg each nhau 1,5- 3,5 gid. 

Cam mau tijt cung sau de; tiem bap sau 250 pg, tiem 
nhlc lai thng 15- 90 phut. 
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- Dinoproston (Prostin E2- PGE2) 

Gay say thai dieu tri b tuan 12- 20: vien thuoic dat am 
dao 20mg, each 3- 5 gid dat 1 vien. 

Lam mem co tii cung: Prepidil gel, co 0,5 mg PGE 2 trong 
3g thuoc. 

- Misoprostol (Cytotec): chat tong hdp tUdng tu PGE, (xem 
muc 5.2). 

Trong nhUng nam gan day, nhieu nha san khoa trong va 
ngoai nude da va dang nghien ctiu set dung misoprostol de pha 
thai va de gay chuyen da tren thai du thang do thuoic co tac 
dung lam chin muoi co td cung va gay edn co trt cung. Ket qua 
thu dddc rat dang khich le. Tuy nhien, nhdng nghien ctiu nay 
vdn chda khing dinh dddc do an toan cung nhd lieu lddng va 
dUdng dung thuoic (dat dudi lutdi, dat hau mon, dat am dao, 
uong ...). Misoprostol khong dit, dl bao quan d nhiet do phong 
va tddng doi it tac dung khong mong muon. 

5.2. Bao ve niem mac da day 

Misoprostol (Cytotec), chat tong hdp tddng tu PGE! (15 
deoxy- 16 hydroxy- 16 methyl PGE,), dvfdc dung trong lam sang 
de du phong ton thUdng niem mac tieu hoa do dung thuoc 
CVKS. 

Niem mac da day tong hdp 2 PG chinh la PGE 2 va PGI 2 co 
tac dung dc che san xuat acid, kich thich bai tiet mucin va 
bicarbonat, dong thdi cai thien dUdc dong mau cua niem mac da 
day. Vi the PGE dUdc coi la co hieu qua bao ve te bao 
(cytoprotective effect) d thanh da day. 

Misoprotol dUdc hap thu nhanh, bi chuyen hoa nhanh d gan 
thanh misoprostol acid van con hoat txnh. Tac dung Uc che san 
xuat acid d da day xuat hien sau 30 phut, dinh huyet tUdng dat 
dUdc sau 60- 90 phut va duy tri dUdc 3 gid. 
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Lieu 100- 200 pg lie che, lam giam bai tiet dich vi acid cd sd 
85- 95%. 

Tac dung khong mong muon: tieu chay, dau quan bung (30%) 
xuat hien sau 2 tuan va thddng tu khoi trong vong 1 tu&n. 

Khong dung cho phu nil co thai do tac dung co bop tu cung 
cua thuoc. 

5.3. Dieu tri liet du&ng 

PGE, (Alprostadil) dddc tiem true tiep vao the hang, lam 
gian mach va cvfdng dtfdng, duy tri dddc khoang 1- 3 gid. 

Che pham: Caverject, lo bot pha tiem 10- 20 pg + bdm kim 
tiem chCfa 1 ml niidc pha tiem. Chi dung diidi sd giam sat trdc 
tiep cua bac sy. 

5.4. Duy tri thong ong dong mach 

Ong dong mach cua tre sd sinh rat nhay cam vdi tac dung 
gian mach cua PGE X . Trong mot so benh tim b^m sinh cua tre 
sd sinh, co the can duy tri thong ong dong mach tarn thdi de chd 
phau thuat. 

PGE! (Alprostadil) truyen tlnh mach 0,05- 0,1 pg/ 
kg/phut. Tai bien ngiing thd khoang 10% nhat la tre luc de 
nang dddi 2 kg. 

5.5. Dieu trj tang huyet ap phoi nguyen phat 

La benh hiem gap chifa r5 nguyen nhan, hay gap d ngddi 
tre, luon dan den suy tim phai, tien lddng rat xau. Triidc day 
dieu tri bang ghep phoi hoac ghep tim- phoi. Hien nay dung 
PGI 2 (epoprostenol; Flolan) keo dai co the lam cham hoac tranh 
dddc phiu thuat. Thuoc dddc truyen lien tuc vao tlnh mach 
trung tarn bang bdm truyen xach tay. 
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6. Trien vong cua prostaglandin 

Trong thap ky qua, cac nha khoa hoc da hieu biet them 
dtidc rat nhieu ve vai tro cua eicosanoid (cac prostaglandin va 
cac leucotrien) trong sinh ly va benh ly cua ngtidi. Viec tim ra 
cac chat tic che chon loc COX- 2, tic che sinh tong hdp leucotrien, 
cac receptor doi khang, cac chat doi khang hoac chat co tac dung 
tddng tu eicosanoid dang mang lai nhting thanh cong va khich 
le trong dieu tri viem, ung thtf dai trang, thuoic co bop tti cung 
va dieu tri noi khoa benh tang huyet ap phoi nguyen phat. 

Tuy nhien, nhting han che cua viec sti dung loai thuoc nay 
trong dieu tri v&n con la van de sinh kha dung va cac tac dung 
khong mong muon cua thuoc. Nhting nghien ctiu trong ttidng lai 
dang nhdm han che nhting ton tai tren va chac chan se mang lai 
nhting ldi ich dieu tri quan trong cho prostaglandin va leucotrien. 
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cAc ch£ phAm THUfiC 


1. THUOC GIAM DAU LOAI MORPHIN 

Tat ca deu gay nghien. 

Buprenorphin 

- Ten thUdng mai: Temgesic, Buprenex. 

- Damg thuoc: Vien dat dudi liidi 0,2 mg; ong tiem 0,3 mg/lml 
buprenorphin hydroclorid. 

- Lieu dung: 

Ngam dudi ludi 1- 2 vien. 

Tiem bdp hoac tinh mach cham 1 ong. Co the dung 
lai sau 6- 8 tieng. 

Tiem tuy song, ngoai mang cUng 1,2- 1,5 mcg/kg 
trong 7- 8 ml NaCl 0,9%. 

Tiem dudi mang nhen: 1,2 mcg/kg trong dung dich 
glucose 10%- 4 ml (vi dung dung dich muoi co the 
lam ton hai cac receptor opioid). 

Codein 

- Dang thuoc: 

Vien ndn: codein phosphat 10 mg, 30 mg, 60 mg. 

Ong tiem: 15, 30, 60 mg/ 1ml. 
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Loai ket hop: 

Dafalgancodein: vien nen gom paracetamol 
500 mg + codein phosphat hemihydrat 30 mg. 

Efferalgan codein: vien nen gom paracetamol 
500 mg + codein phosphat 30 mg. 

- Lieu dung va each dung: 

Dau nhe va vita: uong 30- 60 mg/ lan each 4 gid/ kin. 
Tre em 1-12 tuoi: 3 mg/kg chia lam 4 lan. 

Tiem bip 30- 60 mg/ kin. Cach 4 gid/ lan neu con dau. 

Dextromoramid 

- Ten thilOng mai: Palfium, Troxilan. 

- Dang thuoc: Vien nen 5 mg, thuoc dan 10 mg. 

Ong tiem 5 mg/1 ml dextromoramid bitart rat. 

- Lieu dung: 

Uong 5 mg/ l&n, each 6 gid uong 1 vien. 

Tiem b^p 5 mg/ lan, each 6 gid/ lan. 

Fentanyl 

- Ten thilOng mai: Sublimaze, Fetanest, Leptanal. 

— Dang thuoc: Fentanyl citrat. 

Ong tiem 2 ml, 5 ml, 10 ml, 20 ml (50 mcg/ml). 

Lo 20 ml, 30 ml va 50 ml (5 mcg/ml). 

Mieng dan tren da, moi gid giai phong 25, 50, 75mcg. 
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- Lieu giam dau: 0,07- 1,4 meg/ kg. Neu can, co the tiem 
nhac lai sau 1- 2 gid. Tiem bap hoac tlnh mach. Tac 
dung giam dau manh hdn morphin 100 lan. 

Alfentanil 

a" 

Ong tiem 1 mg/ 2ml va 5 mg/10 ml. 

Giam dau kem fentanyl 7 lan, thdi gian xuat hien va 
keo dai tac dung bang 1/3 fentanyl. 

Methadon 

- Ten thutdng mai: Phenadon, Dolophine. 

- Dang thuoc: 

Vien nen 2,5 mg. 

Thuoc dan 5 mg. 

A / 

Ong tiem 5- 10 mg. 

- Lieu dung: 

Uong 2,5- 5mg, each 6- 8 gid/ lan neu can. 

Tiem b&p, dtfdi da 5 mg, each 8 gid/ lan. 

Morphin 

- Dang thuoc: 

Vien nen (giai phong nhanh hoac cham): 5 mg, 10 mg, 
30 mg, 60 mg, 100 mg, 200 mg dudi dang muoi sulfat. 

Vien nang (giai phong cham): 10 mg, 30 mg, 60 mg, 
100 mg, 200 mg dudi dang muoi sulfat. 
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Ong tiem 10 mg/lml, 20 mg/2ml dtfdi dang muoi 
hydroclorid hoac muoi sulfat. 

a' 

Ong tiem 2 mg/lml, 4 mg/lml va 10 mg/lml khong 
co chat bao quan de tiem ngoai mang cling. 

- Lieu ltfdng va each dung: 

Khdi dau tii lieu thap theo dtfdng uong, tuy theo 
tinh trang dau va cd dia tefng ngitdi benh. Lieu dau 
uong 60 mg/ngay. Neu dung loai giai phong cham 
thi each 12 gid uong 1 lan; neu loai thong thddng, 
each 4 gid/ lan. 

Lieu tiem ngoai mang cting la 0,05- 0,10 mg/kg 
(2- 5 mg). 

Xem them tr.29 • 


Nefopam 

Ten thifdng mai: Acupan 

- Dang thuoc va heu dung: Vien nen, vien bao 30mg. M6i 
lan uong 1 vien. Moi ngay 3-4 lan. Lieu toi da 
300mg/24gid. Ong tiem 20mg/2ml. Tiem bip sau 20mg 
moi 4-6 gid. Khong qua 120mg/24 gid. 

Pethidin (meperidin) 

- Ten thiidng mai: Dolargan, Dolosal, Lidol, Pethidol, Demerol. 

- Dang thuoc: Ong tiem 0,01g/ 2 ml. 

- Lieu dung: 25- 100 mg tiem blp hoac dtfdi da, each 4 gid 
co the tiem nhac lm. 
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Propoxyphen (dextropropoxyphen) 

- Ten thtfdng mai: Antalvic, Darvon, Doraphen. 

- Dang thuoc: 

Vien nen 65 mg, nang tru 150 mg 

Dang ket hdp (Di- Antalvic) gom: Prepoxyphen 30 mg 

va Paracetamol 400 mg 

- Lieu dung: moi lan uong 1 vien. Cach 6- 8 gid uong 1 lan. 

Tramadol 

- Ten thtfdng mai: Crispin, Tramal, Osmadol, Poltram. 

- Dang thuoc: ong tiem 50 mg; vien nang 50mg. 

- Lieu dung: 50- 100 mg/ngay, tiem bSp, tiem tinh mach 
hoac truyen tinh mach. Lieu toi da 400mg/ngay. 

2. thuoc giAm dau khong phAi morphin 

(Thuoc chong viem khong phai steroid) 

Aceclofenac 

- Ten thitdng mai: Altrafam, Filexi, Intafenac. 

- Dang thuoc: vien nen bao phim lOOmg. 

- Lieu dung: ngtfdi lcfn uong 1 vien x 2 lan/ngay. 

Aspirin (acid acetylsalicylic) 

- Ten thitdng mai: Aspirin, Acifein, Aspirin pH8, Aspegic. 

- Dang thuoc: Vien ndn 100 mg, 250 mg va 500 mg, vien sui 
1000 mg. 
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Aspegic (lysin acetylsalicylat) goi bot: 

Aspegic 1000 (co 1800 mg lysin acetylsalicylat) ttfdng dtfdng 
1000 mg aspirin. 

Aspegic 500 (co 900 mg lysin acetylsalicylat) tiidng dUdng 
500 mg aspirin. 

Aspegic 250 (co 450 mg lysin acetylsalicylat) ttfdng dUdng 
250 mg aspirin. 

Aspegic dang tiem: 

Lo chtita 900 mg lysin acetylsalicylat bot pha tiem ttfdng 
dtfdng 500mg aspirin + ong dung moi 5 ml. 

Aspirin pH 8: 

Vien bao chtfa 500 mg aspirin, tan trong doan hai cua ta 
trang. Uong ca vien. 

Lieu dung: 

De giam dau, khong qua 3 g/ngay, chia lam 3- 4 lan. De 
chong viem, khong qua 4g/ngay. 

Loai tiem 0,5- lg/ngay, tiem bap sau, tiem tlnh mach hoac 
truyen tinh mach, pha loang trong dung dich dang trildng 
NaCl, glucose hoac sorbitol. 

Tre em cho uong aspegic goi bot pha trong nude dUdng, dudi 
30 thang tuoi 80 mg/kg/ngay; tif 30 thang den 15 tuoi 
100 mg/kg/ngay tfnh theo aspirin, chia lam 3- 4 lan. 
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Celecoxib 

Thuoc iic che Uu tien COX- 2. 

- Ten thiidng mai: Celebrex. 

— Dang thuoc: Vien n6n 100 mg. Vien nang 100, 200mg. 

- Lieu dung: 

Uong lieu duy nhat 200 mg/ngay, hoac m6i lan 100 mg, 
ngay 2 lan. 

Trong viem khdp dang thap, co the uong moi l£n 
100- 200 mg, moi ngay 2 lan. 

Diclofenac 

- Ten thiidng mai: Cataflam, Diclofenac sodium Lyka, 
Fenalgic, Neo- Pyrazon, Subside- P Voltaren. 

- Dang thuoc: 

Vien nen bao phim 25 mg, 50 mg. 

Vien nen giai phong cham 75 mg, 100 mg. 

Thuoc dan 50 mg 

A / 

Ong tiem 75 mg/ 3 ml 

- Lieu liidng : 

Tuy tinh tramg dau, uong tvi heu thap, tang dan. Moi 
ngay uong 2- 3 lan. Lieu toi da khong qua 150 mg/ngay. 

Vien giai phong cham, moi ngay uong 1 vien 100 mg 
hoac 2 vien 75 mg. Neu dau nhieu ve dem va sang 
sdm, nen uong thuoc vao buoi chieu. 
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Thuoc tiem dung moi ngay 1 ong tiem b&p sau. Co th§ phoi 
hop vcii thuoc uong hoac dan, tong lieu trong ngay khong 
qua 150 mg. Pha loang trong 100- 500 ml NaCl 0,9%. 

Du phong dau sau mo: truyen lieu dau 25- 50 mg trong 15- 
60 phut, sau do truyen 5 mg/ gid, toi da tdi 150 mg/ngay. 

Dau nang sau mo: truyen 75 mg trong 30 phut den 2 gid. Co 
the nhSc lai sau vai gid. Toi da tdi 150 mg/ngay. 

Etodolac 

- Ten thUdng mai: Febret. 

- - Dang thuoc: Vien nen bao phim 200 mg, 400 mg. 

- Lieu dung: uong vien 200 mg/ lan. Lieu toi da 1200 mg/ngay 

Etoricoxib 

Thuoc Uc che Uu tien COX-2. 

- Ten thUdng mai: Arcoxia, Eoxy-H90/Eoxy-Hl20 

- Dang thuoc: vien nen, vien nen bao phim: 30, 60, 90, 120mg. 

- Lieu lUdng: uong 1 vien (30... 120mg)/lan/ngay. 

Fenoprofen 

- Ten thUdng mai: Nalfon, Nalgesic, Fenopron. 

- Dang thuoc: Vien nen 300 mg va 600 mg. 

— Lieu dung: uong 300- 600mg/ lan x 4 lan/ngay. 
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Ibuprofen 

- Ten thUdng mai: Artofen, Brufen, Dolgit, Novoprofen. 

— Dang thuoc: Vien nen 200 va 400 mg. 

Thuoc dan 500 mg. 

— Lieu dung: 200- 400 mg x 3- 4 lan/ngay. 

Indometacin 

- Ten thucfng mai: Ape- Indometacin, Meke- Indecine. 

- Dang thuoc: Vien nen hoac nang tru 25 mg, 50 mg. 

- Lieu lvtdng: Dung tit lieu thap 25 mg x 2 lan/ngay. Lieu 
toi da 1 ngay khong qua 200 mg, chia lam 3- 4 lan uong. 

Ketoprofen 

— Ten thutdng mai: Profenid, BiProfenid, Ketofen, Apo- 
Keto SR. 

- Dang thuoc: 

Nang tru 40mg, 50 mg. 

Vien nen tac dung keo dai (LP) 150 mg (Biprofenid). 
Thuoc hot tiem lo 50 va 100 mg kem dung moi. 

- Lieu dung: Uong 50 mg. Moi ngay uong 2- 4 lan. 

Tiem bSp 50- 100 mg/ngay. 

Ketorolac 

- Ten thiidng mai: Tora - Dol. 
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- Dang thuoc: Vien nen 10 mg. 

Thuoc tiem 15 va 30 mg/ml. 

- Lieu lildng: 

Tiem bip 30- 60 mg. 

Tiem tinh mach 15- 30 mg. 

Lieu uong 10- 30 mg. 

Khong dung giam dau trong san khoa. Chi dung cho 
giam dau ngfin, khong dung qua 5 ngay nen khong dung cho 
dau nhe va dau man tmh. 

Meloxicam 

- Ten thildng mai: Mobic. 

- Dang thuoc: Vien nen 7,5 mg va 15 mg. 

Ong tiem 15 mg/1,5 ml. 

- Lieu dung: 

Uong moi ngay 1 lan 7,5 mg, toi da 15 mg. 

Tiem blp sau 15 mg/ngay, chi dung trong vai ngay 
dau roi chuyen sang dang uong. 

Naproxen 

- Ten thildng mai: Apranax, Prexan. 

— Dang thuoc: Vien nen 250 va 500 mg. 

Thuoc dan 250 va 500 mg. 
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- Lieu dung: moi lan uong hoac dat hau mon 250- 500 mg. 
Moi ngay dung 2 lan. 

Paracetamol (acetaminophen) 

- Ten thUdng mai: Paracetamol, Panadol, Dafalgan, 
Decolgen, Efferalgan, Alanxan, Acemol. 

- Dang thuoc: 

Vien nen 100, 125, 300, 325 va 500 mg. 

Thuoc dan 60, 250, 500 mg. 

Siro 120 mg/ 5 ml. 

Acemol dung dich uong 3%. 

- Lieu dung: 

Chi co tac dung giam dau va ha sot, khong co tac 
dung chong viem. 

Lieu uong thong thUdng la 325- 1000 mg (dat true 
trang la 650 mg). Tong lieu 1 ngay khong vUdt qua 4g. 

Tre em 10 mg/kg can nang/ lan, khong qua 5 lin/ 24 gid. 
Paracetamol dangtiem: xem trang.69 - 70. 

Piroxicam 

- Ten thUdng mai: Feldene, Felcam, Pirocam. 

- Dang thuoc: Vien nen, nang tru 10 va 20 mg. 

Thuoc dan 10 va 20 mg. 

Ong tiem 20 mg/1 ml. 

- Lieu dung: 

Uong 1 lan/ngay 10- 30 mg. 

Dau cap: tiem b&p 1 ong/ngay. Sau vai ngay, chuyen 
sang dang uong hoac thuoc dan, . 
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Rofecoxib 


Thuoc lie che tfu tien COX- 2. 

- Ten thtfdng mai: Vioxx. 

- Dang thuoc: Vien nen 12,5 mg va 25 mg. 

- Lieu dung: 

Lieu khdi d&u la 12,5 mg, tang toi da tdi 25 mg/ngay. 
Uong 1 lan. 

Trong dau c&'p tinh va dau kinh nguyet, uong tdi 
50 mg/ lan/ngay, nhtfng khong qua 5 ngay. 

Sulindac 

— Ten thtfdng mai: Arthrocine, Clinoril, Sudac. 

- Dang thuoc: Vien nen 100 mg, 200 mg. 

Thuoc dan 200 mg. 

- Lieu ltfdng: 

Lieu tan cong 200 mg/ lan x 2 lan/ngay. 

Lieu duy tri 200- 400 mg/ngay. 

Tenoxicam 

- Ten thtfdng mai: Tilcotil, Gesicam. 

- Dang thuoc: Vien nen 10- 20 mg. 

Thuoc dan 20 mg 

Lo hot dong kho 20mg + dung moi 2 ml. 

- Lieu dung: Uong, dat hau mon hoac tiem b4p moi ngay 1 
lan 20 mg. 
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Tolmetin 

- Ten thtfdng mai: Tolectin. 

- Dang thuoc: Vien nen 200 mg, 600 mg. 

Vien nang 400 mg. 

- Lieu ltfdng: 

Trong thap khdp, lieu 0,8 - l,6g/ngay tddng dtfdng 
vdi aspirin 4- 4,5g/ngay hoac indomethacin 100- 
150 mg/ngay. Tolmetin dUdc dung nap tot hdn aspirin. 

Lieu uong toi da 1 ngay la 2 g, chia lam 4 l£n. 

3. THUOC CHONG Vl£M STEROID (GLUCOCORTICOID) 

Apo- prednison (prednison) 

Vien nen 1 mg, 5 mg, 50 mg. 

Tuy tinh trang va dap ting cua benh nhan, khdi dau vdi lieu 
5, 10 hoac 20 mg/ngay. 

Becotid (beclomethason dipropionat) 

— Binh xit dinh lieu: 50 pg/ lan xit x 200 lan xit. 

Dung cho cac trddng hdp hen nang da that bai vdi 
thuoc gian phe quan; hen d tre em (vi thuoc it hap 
thu vao mau). 

Ngitdi ldn: 200 pg x 2 lan/ngay. Tritdng hdp nang, 
bdt dau vdi lieu 600- 800 pg/ngay, giam dan khi co 
dap dng. 

Tre em: 50- 100 pg x 2- 4 lan/ngay. 

^ Vien nang xoay (Rotacaps): 100 pg x 10 vi x 10 vien + 
Rotahaler. Dung hit qua dung cu kem theo Becotid 
rotahaler. 
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Betnovate (betamethason-17 valerat) 

Kem 0,1% x 5g, 15g, lOOg. 

Dieu tri cham, ngtia, vay nen, viem da thin kinh, liken 
phing, ham, lupus ban do. 

Boi mot 16p mong vao vung ton thUdng, 2- 3 lan/ngay. 

Co the dat bang ep qua dem. 

Celeston (betamethason) 

Vien nen 500 mg x 100 vien. 

Lieu ltidng tuy theo benh va the trang ngUdi benh, uong ttf 
0,250- 8 mg/ngay. 

Dectancyl (dexamethason acetat) 

Lo 5 mg/ml x 3 ml. Thuoc tiem. 

Hoat chat dexamethason dudi dang dicn treo nen tac dung 
keo dai; 0,75mg dexamethason co tac dung chong viem 
tUdng dUdng 5 mg prednison. 

Dung tiem tai cho trong cac khoa xUdng khdp, than kinh, 
mat, tai mui hong. Phai tuyet doi vo trung. 

Depersolon (mazipredon) 

Mazipredon HC1 la dan xuat prednisolon tan trong nude, 
ong 30 mg/ml x 3 ong. 

Dung cho cac trUdng hdp cap tmh: bong, chan thUdng, soc 
phau thuat hoac nhiem doc, soc phan ve, di ting nang, cdn 
hen, dac ting nang, suy thtidng than. 

Tiem lieu duy nhat cho ngtidi ldn: tiem cham tinh mach 
hoac truyen 30- 90 mg (1- 3 ong). Co the tiem bip sau (tiem 
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mong). Khi qua khoi tinh trang c&p ciiu, co the cung co b&ng 
lieu uong prednisolon giam dsin. 

Tre em: 1-14 tuoi: 1- 2 mg/kg can nang. 

2- 12 thang : 3- 2 mg/kg can nang. 

C4n tiem cham trong 3 phut. 

Depo Medrol (methylprednisolon acetat) 

Lo 40 mg/ml dich treo. 

Dung de tiem b&p, tjem trong bao hoat dich, tiem vao mo 
mem. Thuoc giut lau trong cd the, thdi gian ban thai (t/2) la 
139 gid (gan 6 ngay) nen can rat than trong, thitdng tiem 
moi tuin 1 lan. Khi dung, khong dtfdc pha lan vdi dung dich 
khac. 

Tiem tai cho: khdp ldn 20- 80 mg; khdp trung binh 10- 40 mg; 

khdp nho 4- 10 mg. Cach 1- 5 tuan hoac lau 
hdn mdi tiem 1 lan trong dieu kien that vo 
khuan. 

Tiem b4p: 40- 120 mg moi l&n, each nhau 1- 4 tuan. 

Dermovate (clobetasol propionat) 

- Kem 0,05% x 5g, 15g, lOOg. 

- Pomat 0,05% x 5g, 15g, lOOg. 

Thuoc chi dung dieu tri ngdn ngay cho nhQng benh kho tri 
nhvt vay nen, cham tai phat, liken phang, lupus ban do. 

Moi tu£n dung khong qua 50g. Neu phai dung qua 4 
tu£n, can kiem tra moi tac dung doc hai. 
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Dexyl (dexamethason acetat) 

Vien nen 0,5 mg x 120 vien. 

Sau khi uong, nong do dinh trong huyet tUdng dat dude sau 
1- 2 gid, thdi gian ban thai la 6 gid. 

Lieu 0,75 mg dexamethason tUdng dUdng 5 mg prednisolon. 

Benh cap tinh hoac cdn cap tinh cua benh man tinh: ngUdi 
ldn uong 6- 16 vien; tre em 0,1- 0,3 mg/kg/ngay. 

Benh man tinh: ngUdi ldn 1- 3 vien/ngay; tre em 0,025 - 
0,05 mg/ 5kg/ngay. 

Uong trong bQa an. Giam lieu dan hoac dung lieu gap doi 
nhilng each nhat. 

Diproson (betamethason dipropionat) 

Kem 0,05%- 15g. Pomat 0,05%- 15g. 

Boi mot ldp mong vao vung da ton thUdng 1- 2 lin moi ngay 
(sang, toi). 

Diprospan (betamethason) 

Ong tiem 1 ml- lo 5 ml dich treo. 

Moi ml dich treo co betamethason dipropionat tUdng dUdng 
betamethason 5 mg va betamethason natri phosphat tUdng 
dUdng betamethason 2 mg. Do la hon hdp cua hai loai muoi 
betamethason: mot loai hoa tan, hap thu nhanh (natri 
phosphat) va mot loai tac dung cham (dipropionat) do cham 
tan, vi the Diprospan co tac dung nhanh va keo dai. 

Lieu dung tuy theo benh va trang thai cua ngUdi benh. Tiem 
mong sau, khdi d^u la 1- 2 ml. Giam dan xuong lieu toi 
thieu co tac dung vdi khoang each thich hdp theo thoai trien 
cua benh. 
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Elomet (mometason furoat) 

- Thuoc nude 0,1%- 30 ml. 

- Kem 0,1%- 5g, 15g, 50g. 

- Pomat 0,1%- 5g, 15g. 

Dung tri cac benh ngoai da co viem va ngUa nhu vay 
nen, viem teo da. Dung dude cho ca cac ton thUdng da 
dau. 

Nho vai giot thuoc nude len vung da ton thUdng moi 
ngay 1 lan, xoa nhe cho den khi ngam het thuoc. Boi 
kem hoac thuoc m3 mot 16p mong len vung ton thUdng, 
ngay 1 lan. 

Eumosone (clobetason butyrat) 

Kem 0,05%- 15g. 

Boi ngoai da tri cham co tac dung manh hdn hydrocortison 1% 
nhUng kem hdn cac che pham tong hdp khac. Dung cho cac 
viem da khac (do n4ng, di Ung, con trung dot...) hoac dieu tri 
duy tri gicta cac ddt dung thuoc boi loai corticoid manh hdn. 

Moi ngay boi thuoc len vung da ton thUdng 4 lan cho den khi 
thay dd thi giam dan so lan boi. 

Eumovat (clobetason butyrat) 

- Kem 0,05%- 5g, 15g, 25g, lOOg. 

- Pomat 0,05%- 5g, 15g, 25g, lOOg. 

- Dung nhU Eumosone. 

Flixotid (Fluticason propionat) 

Binh xit dinh lieu 25 pg/ lieu x 60 lieu. Va cac loai binh 60 
lieu vdi cac mUc lieu 50 pg- 125 pg va 250 pg/ lieu. 
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Co tac dung chong viem manh b phoi, lam giam cac trieu 
cluing va ctfdng do cdn hen, it anh hUdng den true yen- 
thtfdng than ngay ca khi dung lau. 

Thuoc ft dUdc hap thu qua dudng uong, bi chuyen hoa 
nhanh, thdi gan ban thai la 3 gid. 

Thuoc dildc dung vdi lieu thfch hdp cho tifng tinh trang 
benh. Thdi gian khdi phat hieu qua trong vong 4- 7 ngay. De 
du phong, can dung lien tuc ngay ca khi khong co trieu 
cluing. M6i lieu dung ft nhat la 2 nhat bop. 

— Hen nhe: 100- 250 pg x 2 lan/ngay. 

- Hen trung binh: 250- 500 pg x 2 ldn/ngay. 

— Hen nang: 500- 1000 pg x 2 lan/ngay. 

- Tre em > 4 tuoi: 50- 100 pg x 2 lan/ngay. 

Tuy tinh trang benh, hieu chinh lieu xuong lieu toi thieu co 
hieu qua. 

Flucinol (Flucinolon acetonid) 

Kem 0,025% x 15g 

Fluocinolon acetonid la dan xuat hydrocortison tong hdp co 
F b vi tri 9, la thuoc manh nhat trong so cac thuoc corticosteroid 
dung ngoai da, vi vay dUdc chi dinh cho cac benh ngoai da 
nhay cam vdi corticosteroid nhvfng da khong dap ling vdi 
thuoc thong thiidng. 

Hieu qua cua thuoc khi boi duy tri dUdc trong vong 6- 8 gid 
nen trong cac benh cap tfnh can boi 3 lan moi ngay. Benh da 
man tfnh chi can boi 1 lan/ngay. 

Vi la thuoc manh, nen boi thuoc that mong. Dung iau co the 
gay teo da (tranh dung lau tren vung mat) va lie che true 
tuyen yen- thtfdng than. 
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Flucort (Fluocinolon acetonid) 

- Thuoc ntfdc 0,01% x 15 ml; gel 0,025% x 15g. 

- Pomat 0,025% x 15g. 

- Tac dung va each dung: nhtf Flucinol. 

Hydrocortison (hydrocortison hemisuccinat natri - hydrocortison 
acetat vi tinh the} 

Ong bot 100 mg, lo hot 100 mg. Kem ong dung moi. Lo 
125 mg/ 5ml (loai vi tinh the). 

Hydrocortison hay cortisol la hormon vo thvfdng than, co tac 
dung chong viem va giut Na + . Tiem tinh mach hoac tiem b&p 
thuoc difdc hap thu rat nhanh, dat nong do toi da trong mau 
sau 1 gid va trd ve mile ban dau sau 3- 5 gid. 

Dung cho cac trildng hdp cap cilu: edn hen cap nang, phu 
thanh quan, phu phoi cap, soc phan ve, phu Quinck, suy 
thvfdng than cap. 

De tiem blp hoac tinh mach, pha 2 ml dung moi vao ong/ lo 
thuoc bot. Co the tron thuoc trong dung dich dextrose hoac 
nvfdc muoi sinh ly de truyen tinh mach trong vong 4 gid. 
Khong tron vdi dung dich khac. 

- Hydrocortison hemisuccinat: Lieu ddu: 10- 20mg/kg 
(hoac 500- 1000 mg cho ngvfdi 16n). Neu can, co the tiem 
nhSc lai. Lieu cao la 30- 50 mg/kg (hoac 2- 3 g/ngvfdi) cho 
1 lan tiem. 

Tre em: < 5 mg/kg. 

- Hydrocortison acetat vi tinh the chi dung de tiem b&p 
sau (125- 250 mg/ngay) tiem quanh khdp hoac tiem vao 
o khdp (5- 25 mg). Ldc ky trvfdc khi dung. 

Cac tac dung phu va tai bien cua corticoid chu yeu xay ra 
khi dung keo dai, khong thay xay ra khi dung ng&n han. 
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Inflammid (budesonid) 

Binh xit dinh lieu 50 |a.g/ lieu-100 fig va 200 fig/ lieu. 

La thuoc chong viem co hieu qua nhdt trong dieu tri hen 
dung dudi dang thuoc xit. 

Budesonid bi chuyen hoa nhanh d gan, sinh kha dung theo 
dudng uong chi la 11%, khong thay trong siia me. 

Chi dinh tot de ngan ngijfa cdn trong hen man tinh. 

Lieu cho ngUdi ldn va tre em tren 12 tuoi: 400- 2400 pg/ngay 
chia lam 2- 4 ldn. Lieu duy tri 200- 400 fig x 2 lan/ngay. Khi 
cdn co the dung t6i lieu 1600 fig. 

Tre em 6- 12 tuoi: 100- 200 fig/ lan x 2 lan/ngay. 

Lieu duy tri tuy theo tting ngildi, chon lieu toi thieu co hieu 
qua, mdi ngay xit thuoc 2 ldn. Khi dung lieu cao phai giam 
lieu dan, khong ngtfng dot ngot. 

Neil dung cung thuoc gian phe quan thi nen cho thuoc gian 
phe quan triidc vai phut de Inflammid dl tham vao cay phe 
quan da gian va giam den toi thieu tac dung phu tai hong 
(ho, dong thuoc). 

Kenacort retard 40 (triamcinolon acetonid) 

Kenacort retard 80 

a' r 

Ong chtia hot pha tiem 40 mg/1 ml, 1ml/ ong va 80 mg/ 2 ml 
- 2ml/ ong 

Thuoc tac dung cham, keo dai. 

Tiem bdp: lieu khdi dau 40 - 120 mg, each 7- 10 ngay tiem 1 
lan. Tiem tai cho (quanh khdp, trong khdp): 10- 80 mg, each 
2- 3 tuan tiem 1 lan. 

Khong tiem tinh mach, khong tiem tuy song, khong dung 
cho phu not co thai va tre em dudi 6 tuoi. 
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Lycortin- S (Hydrocortison natri succinat) 

Lo 100 mg thuoc bot, tan dl trong nude. 

Dung trong cac phan ting di ting nang, cac loai soc, suy 
thtidng than cap, cac tinh trang cap ctiu nhu nhoi mau cd 
tim, phu nao, viem tic thanh quan (croup), cdn lupus ban do 
rai rac. 

Lieu dung: pha 2 ml nifcfc cat tiet khuan vao lo thuoc, lie 
cho tan hoan toan. Khong giQ thuoc dung dich qua 4 gid. 
Tiem 1 lo 100 mg vao tinh mach hoac blip thit. Ngay thut 
nhat each 6 gid/ lan; ngay thil 2 each 8 gid/ lan; cac ngay sau 
each 12 gid/ llin. 

Neu dung lieu cao qua 1 ngay thi khong dildc ngutng thuoic 
dot ngot. NhQng ngay sau giam lieu dan hoac thay b&ng 
thuoc uong, cung giam lieu dan de tranh suy thiidng than 
cap. 

Medrol (methylprednisolon) 

Vien nen 4 mg x 100 vien ; 16 mg x 50 vien. 

Uong 4- 48 mg (3 vien x 16 mg)/ngay tuy theo loai benh. 
Tang giam lieu theo nguyen tic chung. 

Prednisolon (prednisolon acetat) 

A 7 

Ong chtia dung dich tiem 25 mg/ml. Vien nen 5 mg. 

Tiem vao khdp 5 - 25 mg tuy kich cQ khdp. Toi da tiem 
3 khdp/ngay. Cach 1- 5 tuan mdi tiem 1 lan trong dieu kien 
tuyet doi vo khuan. 

Tiem blip 25- 100 mg x 1-2 lan/ tuan. 

Lieu dung cho vien nen; uong 5- 10 mg/ngay vao 8 gid 
sang, hoac uong each nhat. Trong benh thap tim co the 
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uong 1 mg/kg/ngay, uong lieu 1 ldn vao 8 gid sang, ho&c 
2/3 lieu vao buoi sang, 1/3 lieu vao 4 gid chieu. Uong 7- 10 
ngay, sau do tting mdi 5 ngay giam 2,5 mg/ngay. 

Pulmocort (budesonid) 

Xem Inflammid. 

Solu - cortef (hydrocortison natri succinat) 

Lo 100 mg/ 2 ml. 

Xem Lycortin. 

Solumedrol (methylprednisolon natri succinat) 

Lo 40 mg/ml. 

- Trong cd the, cholinesterase thuy phan nhanh chong 
methylprednisolon natri succinat thanh methyl prednisolon 
tu do. Su dung cho cac trutdng hdp nang hoac cap tinh. 

Dieu tri cap tinh: truyen cham tinh mach 30 mg/kg trong 
thdi gian it nhat la 30 phut. Nhdc lai sau 4- 6 gid, cho den 
48 gid. 

Viem khdp dang thap: lg/ngay tiem tinh mach trong 1- 2- 3 
hoac 4 ngay, hoac lg/ thang trong 6 thang. 

Du phong buon non va non do hoa tri lieu ung thU: tiem tinh 
mach 250 mg trong it nhat la 5 phut trUdc khi khdi dau 
dung hoa tri lieu 1 gid va khi ngUng thuoc. 

Temprosone (betamethason dipropionat) 

Gel 0,05%- 30g; kern 0,05%- 30g. 

Co tac dung chong viem, giam ngUa, co mach. Chi dinh cho 
cac benh ngoai da nhay cam v6i glucocorticoid. Boi 1- 
2 lan/ngay. 
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Temprovate (clobetasol propionat) 

Kem 0,05%- 25 g. 

Dieu tri ngdn ngay cho cac benh ngoai da kho tri nhu vay 
nen, cham tai nhilm, liken phang, lupus ban do dang dia... 

Boi 2 lan/ngay. Vi la thuoc co tac dung manh tai cho nen chi 
dung tting dot ngdn. Khong dung lien tuc qua 4 tuan. 

Xem them Dermovate. 

Tricort (triamcinolon) 

Vien nen 4 mg x 100 vien. 

Lieu khdi dau cho ngUdi 16n la 8- 32 mg; cho tre em dildi 25 kg 
la 4- 12 mg. Khi co dau hieu thuyen giam benh, moi 2 ngay 
giam 2 mg de dat lieu duy tri toi thieu co tac dung. 

Unicort-100 (hydrocortison natri succinat) 

Ong chtia bot pha tiem 100 mg/ 5 ml x 10 lo/ hop. 

Dung tiem bdp hoac tinh mach trong cac trUdng hdp cap cdu 
can glucocorticoid: cdn suy thildng than cap, soc, phu thanh 
quan, cdn hen cap. 

Xem them Lycortin. 
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1. Benh he ho hap 2. Viem phdi 3. Chin doan 4. Dieu tri 
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YHE0002p-CIP 


LGl gicji thieu 


De nang cao chat lddng day va hoc phuc vu ti'ch cdc phddng 
cham td dao tao la chfnh, cuon “Chan doan va dieu tri viem phoi” 
do PGS.TS. Dong Khac Hung bien soan la tai lieu chuyen khao 
nhim phuc vu doi tddng dai hoc, cac bac si chuyen khoa va cac 
ban doc co nhu cau tham khao. 

Noi dung cuon sach bam sat chddng trinh dao tao mon hoc 
Lao va Benh phoi cua doi tddng dai hoc, chuyen khoa. Tac gia 
da co gang trinh bay ngan gon, sue tlch, thuan lpi cho viec 
nghien cdu. 

V6i kinh nghiem lam sang cua ban than tac gia cung sd say 
me cap nhat kien thde, hy vong rang cuon sach se dap dng phan 
nao nhu cau hoc tap va cong tac dieu tri cua cac dong nghiep. 

Xin tran trong gidi thieu cung ban doc. 


Giam doc Hpc vien Quan y 

MU/li 

Trung tvfdng GS. TS. Nguyen Tien Binh 
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LOI NOI OAU 


Cuon “Chan doan va dieu tri viem phoi” trinh bay khai 
niem chung ve benh viem phoi va nhQng noi dung cd ban ve lam 
sang, can lam sang, dieu tri, du phong viem phoi theo cac tac 
nhan gay benh. 

Moi noi dung neu tren da cap nhat nhQng van de co tinh 
thQc tien vdi mong muon quy ban doc co the van dung trong 
dieu kien cong tac cua minh d cac tuyen y te, dac biet la tuyen 
cd sd trong va ngoai quan doi. 

Tac gia cung mong muon cuon sach se bo ich cho cac sinh 
vien y khoa thQc hanh mon hoc Lao va Benh phoi. 

Mac du da co nhieu co" gang, nhQng khong the tranh dQdc 
nhQng thieu sot. Tac gia chan thanh cam dn va tiep thu y kien 
dong gop quy bau cua cac ban doc de lan tai ban sau cuon sach 
dQdc hoan chinh hdn. 

Tac gia 

PGS. TS. Dong Khac HQng 
Pho Giam doc Hoc vien Quan y 
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DANH MUC VIET TAT 


AIDS (acquired 
immunodeficiency syndrrome) 

Hoi chting suy giam mien djch 
mac phai 

CT-Scan (computerized 
tomography) 

Chup cdt 16p vi tlnh 

ELISA (enzyme linked 
immunosorbent assay) 

Xet nghiem mien dich gan men 

HIV (human 
immunodeficiency virus) 

Virus gay suy giam mien dich 

6 ngUdi 

HR-CT (high resolution CT) 

Chup c§t 16p vi tinh do phan 
giai cao 

PCR (polymerase chain 
reaction) 

Phan dng chuoi polymerase 

RT PCR (real time PCR) 

PCR dinh lUdng hoac sao ma 
ngUdc 

TCYTTG 

To chdc Y te The gidi 


6 


MUC LUC 

• • 


Ldi gicfi thieu 3 

Ldi noi dau 5 

ChtfOng 1: Khai niem chung ve viem phoi 9 

Chtfcfng 2: Viem phoi do vi khuan gram diiOng 24 

Viem phoi do phe cau khuan 24 

Viem phoi do tu cau 30 

Phe quan phe viem 34 
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Viem phoi do vi khuan ruot 44 

Viem phoi do Moraxella catarhalis 46 

Viem phoi do Legionella pneumophyla 46 

Viem phoi do Bordetella pertussis 49 

Viem phoi do Francisella tularensis 50 

Viem phoi do Pasteurella multocida 52 
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CHAN DOAN VA DIEU TRIVIEM PHOI 

■ 


Chju trach nhiem xuat ban 
HOANG TRONG QUANG 


Bien tap: 

SCra ban in: 
Trinh bay bia: 
Kt vi tinh: 


BS. GINH THj THU 
OINH TH! THU 
CHU HUNG 
BUI HUE CHI 


In 1000 cuon, kho 14.5x20.5cm tai Xi/cing in Nhd xuat ban Y hoc. 
So dang ky ke hoach xuat ban: 472-2010/CXB/2-109/YH. 

In xong va nop liru chieu quy III nam 2010. 




